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EVERY GREAT JOURNEY STARTS WITH ONE STEP.

The approve{l of Plenaxis™ represents years of dedication to drug discovery and
development at PRAECIS to bring an irinovative product to the market and marks an

important milestone in our transition to a fully integrated pharmaceutical company.

3 For full prescribing information, visit www.plenaxis.com.



MALCOLM L. GEFTER, PH.D.

TO OUR STOCKHOLDERS:

The year was marked by significant achievement and
the emergence of new opportunities for PRAECIS. In
November 2003, we reached one of the most significant
milestones in the history of PRAECIS when the United
States Food and Drug Administration (FDA) granted
approval of our drug Plenaxis™ for the treatment of a
subset of men with advanced prostate cancer. With this
approval, we are poised to capitalize on both the
commercial opportunity that Plenaxis™ represents and
our ability, now validated, to turn scientific discovery into

commercial realicy.

ACHIEVEMENT
The approval of Plenaxis™ is a great achievement. It
is the first step in our mission of translating scientific
discovery into commercial reality, both effectively
and efficiently.

The approval of Plenaxis™ also validates the scientific
approach of our core LEAP™ technology. LEAP™
technology was utilized in the development of Plenaxis™
and is characterized by its ability to identify drug
candidates from extremely large libraries of molecules in
a more efficient manner than traditional methods of drug
discovery. LEAP™ technology was also utilized in the
development of Apan™, our investigational drug

candidate for the treatment of Alzheimer’s disease.

CHAIRMAN OF THE BOARD AND
CHIEF EXECUTIVE OFFICER

Recently, we announced that we have advanced our
technology platform to allow us to select drug candidates
more efficiently and in greater numbers. We have named
this enhancement Direct Select™ Technology and we
believe that it will support our tactical approach to drug
discovery. We believe that better drugs emerge from a
process that includes selecting from large numbers of
candidate molecules versus a process where molecules are

optimized through complex engineering.

OPPORTUNITY

The approval of Plenaxis™ ushers in a new chapter in the
evolution of PRAECIS. We are now a fully integrated
biopharmaceutical company with capabilities spanning
drug discovery, clinical development, manufacturing

and commercialization.

We do not view the approval of Plenaxis™ as a resting
place. Instead, the approval marks a turning point where
new and undiscovered opportunities await PRAECIS
and its stockholders. Several attributes of the Plenaxis™
opportunity make it an especially well suited first product
launch for PRAECIS. First, Plenaxis™ is the result of
internal development and its value is owned entirely
by PRAECIS. Second, Plenaxis™ is a well-differentiated
product when compared to existing therapies and
therefore represents an exciting commercial opportunity.

Importantly, the Plenaxis™ opportunity is focused on a







defined specialist audience of urologists/oncologists —
readily approachable by a smaller, more targeted sales
team. This, together with the very specific patient
population for which Plenaxis™ is indicated, translates
into an efficient, targeted marketing program with
respect to the launch of this product. Accordingly, during
the past twelve months we have been developing a
commercial organization and launch strategy that we
believe will maxirmize the value of this opportunity. As we
continue to build out this focused commercialization
infrastructure for Plenaxis™, we are confident that our new

commercial capabilities can be leveraged in the future to

bring other urology/oncology products to market.

With regard to the commercialization efforts for
Plenaxis™, we are gaining appreciable traction in
our sales and marketing efforts. Since January 2004,
Plenaxis™ has been available across the country to
physicians and hospital pharmacies enrolled in the
User Safety (PLUS) Program. At this writing,
we have substantially completed the _——

hiring and training of our 50 person PLU%

field force. With an average of Penais s mmesmis

User Safety Program
approximately six to eight years of

« ™
Plenaxis

experience, this well-seasoned team is already providing

urologists and oncologists with significant insight into

the appropriate use of Plenaxis™.

To complement our sales effort, we are carrying out
a variety of important marketing initiatives and are
leveraging our key opinion leader support through a host
of educational programs in the United States. In addition,
we are planning to have a significant presence at the
upcoming annual meetings of both the American
Urological Association (AUA) and the American Society
of Clinical Oncologists (ASCO).

We also initiated the regulatory review process for
Plenaxis™ in the European Union during 2003 with the
submission of a Marketing Authorisation Application
(MAA) in Germany secking approval for the treatment of
a broad population of hormonally responsive prostate
cancer patients. Assuming a favorable action on our
application, we plan to pursue further European Union
approval under the Mutual Recognition Procedure. We
intend to commercialize Plenaxis™ in Europe, Japan and
other territories outside of the United States through
corporate partners. We expect to announce the details of

a European partnership in 2004.

Since January 2004, Plenaxis™ has been available across the country to

physicians and hospital pharmacies enrolled in the Plenaxis™ User Safety

(PLUS) Program.

...
PLENAXIS"

(abarelix for injectable suspension)

For full prescribing information,
visit www.plenaxis.com.




CLINICAL PIPELINE UPDATE

During 2003}, we also made progress in our clinical

programs as jwe advanced one drug candidate from a

Phase [ato a f’hase Ib clinical trial, and initiated a Phase I

clinical trial for a new drug candidate. Clinical highlights

for 2003 include the following:

* In March, we completed our Phase Ia clinical study
of Apan in !healthy volunteers and in June, initiated a
Phase Ib clinical study of Apan in Alzheimer’s patients.

*In April, Vive filed an Investigational New Drug
application for PPI-2458 allowing us to initiate, in
late 2003, a Phase I clinical study of PPI-2458 in
non—Hodgk%n‘s lymphoma (NHL) padents. (In March
2004, the FDA placed this trial on clinical hold due to
an unexpecjted preclinical finding. We are currently
evaluating this finding and we will submit a detailed
plan to the FDA in order to address the finding and gain
FDA approxj'al 1o restart clinical testing.)

I

In Decemb?r, we announced a collaboration with the
Narional Cancer Institute's Division of Cancer Treatment
and Diagnosis for the expansion of clinical development
of PP1-2458 in various forms of cancer. The opportunity
for the NCI| to pursue activities related to PPI-2458 will
become available once FDA approval to restart clinical

trials has been granted.
I

APAN FOR ALZHEIMER'S DISEASE

It is believedf that Alzheimer’s disease results from the

accumulationiof beta-amyloid in brain tissues. We believe
|

Apan is one of the most advanced therapeutics in clinical
testing that is designed to alter this accumulation and thus
change the course of the disease. The cost of Alzheimer’s
disease to the U.S. healchcare system has been estimated to
be approximately $100 billion annually. Consequently, we
believe that if our clinical program is successful,
Apan could well be a valuable treatment for many in
the large and growing population affected by this

debilitating disease,

The clinical program for Apan continues to progress. We
determined a maximum tolerated dose (MTD) for Apan
administration in our Phase Ia trial in healthy volunteers
and in June 2003, initiated a Phase Ib clinical study in
affected patients. In this dose escaladon study, a single
dose of Apan is administered, with the goal of
determining the MTD in patients. We anticipate
completing this study during the first half of 2004.
Shortly thereafter, assuming favorable FDA review of the
study results, we anticipate initiating a Phase Ic study in
which the safety of giving multiple doses of Apan to

Alzheimer’s patients will be evaluated.

PPI-2458 FOR NON-HODGKIN'S LYMPHOMA

PPI-2458, our proprietary methionine aminopeptidase
type-2 (MetAP2) inhibitor, is designed for the treatment
of certain cancers and autoimmune diseases. PPI-2458 is a
novel, proprietary molecule based on the fumagillin class
of compounds that have been shown to prevent both
abnormal cell growth and the formation of new blood

vessels. In late 2003, we initiated a Phase I dose escalation
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study designed to determine the MTD of orally
administered PPI-2458 in NHL patients. In this study, we
have utilized a proprietary assay developed to examine
MetAP2 inhibition. Initial results have confirmed that
orally dosed PPI-2458 is achieving inhibition of its
molecular target, MetAP2, in humans. As of March 2004,
the use of PPI-2458 in human clinical trials has been
placed on clinical hold by the FDA. While we are
disappointed with this development, patient safety comes
first and clinical holds are not uncommon occurrences in
drug development. The Company, together with the
FDA, will endeavor to establish a plan to move forward
with PP1-2458 in the clinic.

In addition to non-Hodgkin's lymphoma, we also intend
to continue evaluating the potental utility of PP1-2458
for treating certain other cancers, as well as certain
autoimmune diseases, such as rheumatoid arthritis.
Following release of the clinical hold, our collaboration
with the National Cancer Institute is intended to
expand the clinical evaluation PPI-2458 in multple

oncology indications.

RESEARCH UPDATE

On the research front, we continue on our mission to
convert research discoveries into commercial realities.
During 2003, we made progress in this respect by
validating our proteomics-based Biomarker Discovery

Platform with the identification of proteins whose relative

abundance is a signature of endometriosis. We are now
planning to further assess this finding in a broader
population. If successful, we believe that this discovery
will serve as the foundadon for a commercially viable
non-invasive diagnostic test for endometriosis for use in a

specialty-testing laboratory environment.

In addition, as noted above, in a significant advancement
to LEAP™, we recently announced an improved core
proprietary research platform called Direct Select™
Technology. Direct Select™ Technology is an advancement
to our ability to generate vast pharmaceutical libraries and
will assist us in more rapidly and directly identifying
leads with higher affinity and specificity than has been
routinely possible using traditional drug discovery
methods or with LEAP™. We believe this will result in our
ability to choose compounds with

the highest

potency and the least toxicity for our clinical programs.

DISEASE
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During 2003, we validated our proteomics-based Biomarker Discovery Platform

with the identification of proteins whose relative abundance are a signature

of endometriosis.
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FUTURE GOALSj.
Based upon our commitment to capitalize on the renewed
opportunities before us, the following are highlights of our
expectations foir the future:

|
Profitability
* We expect r‘%o obtain profitability driven by sales of

Plenaxis™ by§ 2006.

The Plenaxis™ Opportunity

* With respect to the future prospects for Plenaxis™, the
market for %:urrently available hormonal therapies to
treat prostate cancer is approximately $1.2 billion in the
United Statés. We believe that the long-term revenue
opportunity jfor Plenaxis™ may represent 15% or more

. |
of this market;

* We expect re;:gulatory action on Plenaxis™ in Germany
during the sjecond half of 2004, and to initate and
complete the Mutual Recognition Procedure for the
remaining Etjlropean member states during 2005;

* We expect * to conclude a European partnership

agreement for Plenaxis™ during 2004; and

B . . e
* We are continuing to evaluate the potential utility of
Plenaxis™ in other indications to further exploit its
unique mechanism of action. As part of chis process, we

have established several groups of experienced clinical

advisors and we continue to work closely with these
groups of experts to identify indications where the use
of Plenaxis™ may provide innovative advantages

compared to existing therapies.

Clinical Opportunity
* We expect to complete the Phase Ib clinical trial and to
initiate a Phase Ic clinical trial in our Alzheimer’s disease

clinical program during 2004; and

* We intend to work closely with the FDA to release the
clinical hold and resume our non-Hodgkin’s Lymphoma

clinical program.

On behalf of our Board of Directors and employees, I
would again like to thank our stockholders for their
support during the past year. We hope that our
stockholders will both share in our pride regarding the
significance of the approval of Plenaxis™ and look
forward to the many opportunities available ro PRAECIS
during 2004 and beyond.

Sincerely,

Ul X A,

Malcolm L. Gefter, Ph.D.
Chairman of the Board and Chief Executive Officer
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“ Factors That May Affect Future Results

The Company’s prospects are subject to certain uncertainties and risks. This Annual Report on
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DESCRIBED IN THE SECTION OF THIS REPORT ENTITLED “MANAGEMENT’S
DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION AND RESULTS OF
OPERATIONS—RISK FACTORS THAT MAY AFFECT FUTURE RESULTS.” Readers should also
carefully review the risk factors described in the other documents the Company files from time to time
with the Securities and Exchange Commission.
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| PART I
ITEM 1. BUSINESS.
Overview

We are ja biopharmaceutical company focused on the discovery and development of innovative
therapies to|address unmet medical needs. In November 2003, we received FDA approval to market
our first product, Plenaxis (abarelix for injectable suspension), in the United States for the treatment of
the symptoms of men with advanced prostate cancer for whom other hormonal therapies are not
appropriate and who have refused surgical castration. We are promoting Plenaxis in the United States
through our!own marketing and sales team. We have also initiated the regulatory review process for
Plenaxis in the European Union with a submission in Germany in June 2003. We expect an action by
the German! regulatory authorities during 2004 and, assuming it is favorable, plan to pursue further
European Union approval under the Mutual Recognition Procedure to market Plenaxis for the
treatment of hormonally responsive prostate cancer. We are in discussions with potential partners for
the commercialization of Plenaxis in Europe and the development and/or commercialization of Plenaxis
in Japan and other areas of the world.

We are ‘also developing Apan, our investigational drug candidate for the treatment of Alzheimer’s
disease. Apan is designed to treat what we and others believe to be the underlying cause of
Alzheimer’s!disease, rather than the symptoms. A hallmark of Alzheimer’s disease is the accumulation
of plaque-like deposits in brain tissue. A major component of this plaque is a small peptide called
beta-amyloid. Results of our preclinical studies suggest that Apan may be facilitating the clearance of
beta-amyloid from the brains of guinea pigs and transgenic mice. In March 2003, we completed a phase
Ia dose escalation study of Apan in healthy volunteers. In this study, we evaluated the safety and
pharmacokir‘)etics of the compound and identified a maximum tolerated dose, or MTD, in healthy
volunteers. In June 2003, we initiated a phase Ib trial in Alzheimer’s patients. In this study, a single
dose of Apdn is administered, with the goal of establishing the MTD in patients. We anticipate
completing the phase Ib study during the first half of 2004. Upon completion, and assuming favorable
FDA review of the study’s results, we expect to initiate a phase Ic trial examining the safety of multiple
administrations of a selected dose of Apan in Alzheimer’s patients.

During|2003, we filed an investigational new drug application, or IND, for PPI-2458, a novel,
proprietary molecule that is based on the fumagillin class of compounds. This class of compounds has
been shown' to prevent both abnormal cell growth and the formation of new blood vessels (known as
anti-angiogenesis), which contribute to the growth of aberrant tissues in diseases such as cancer and
rheumatoid arthritis. In December 2003, we initiated an open-label phase I dose escalation study in
non-Hodgkin’s lymphoma patients. In March 2004, the FDA placed this trial on clinical hold until
questions relating to a finding in a recently completed three-month animal safety study have been
satisfactorily resolved. The results of this study were not available at the time that the clinical study was
initiated. The finding consisted of a neuropathological abnormality in some of the animals tested,
similar to findings reported in connection with certain other approved products. In discussions, the
FDA indicated that we will need to submit a detailed plan in order to address this finding. These
discussions were confirmed in a letter recently received by the Company. We intend to further explore
this finding, with input from leading experts as appropriate, to assess its potential implications and
prepare a plan for the FDA.

We have also developed the foundation for a potentially simple, non-invasive endometriosis
diagnostic test based on the presence of unique proteins in the serum of disease sufferers. Considering
that an estimated 5.5 million females in the United States and Canada suffer from endometriosis, and
that only approximately 300,000 females in the United States and an unknown number in Canada are
actually diagnosed with the disease, we believe a diagnostic test is critical to better identify, assess and
treat those who suffer from the disease. Using our proteomics-based Biomarker Discovery Platform, we
have identified proteins whose abundance in serum can discriminate between diseased and
non-diseased individuals. These proteins could also enhance understanding of the disease process. We

|
|
{
'




have developed a clinically relevant diagnostic test which can be performed on a commercially available
platform. This will allow for the implementation and further clinical assessment of our findings in a
broad population. If the findings hold, we believe that this test could be available in a specialty testing
laboratory environment on an expedited timetable.

In addition to our clinical programs, we have numerous programs in the research or preclinical
development stage. We are focusing our discovery efforts on opportunities in the areas of oncology,
inflammation and infectious diseases. :

Our proprietary drug discovery technology called Ligand Evolution to Active Pharmaceuticals, or
LEAP, has been valuable in the development of our pipeline of product candidates, particularly with
respect to Plenaxis and Apan. LEAP technology enables the identification of drug candidates from
extremely large libraries of molecules in a more efficient manner than traditional methods of drug
discovery. Recently, we announced that we have advanced the scientific approach behind LEAP
technology, with a platform we have named Direct Select Technology. This novel technology is an
enhancement which should allow us to generate vast pharmaceutical libraries and more rapidly and
directly identify leads with higher affinity and specificity than before, and will serve as the foundation
for our future drug development projects. We have several granted foreign patents, as well as pending
patent applications in the United States and abroad, that cover the essential steps of the LEAP
process. In addition, we have filed patent applications in the United States covering the essential steps
of the Direct Select process and also intend to pursue patent protection abroad.

Our technology platform also includes a proprietary drug delivery system known as Rel-Ease.
Plenaxis is formulated in Rel-Ease, which allows it to be administered to prostate cancer patients once
every four weeks. We have demonstrated that Rel-Ease is also useful for formulating various other
molecules in sustained release formulations. We hold patents that cover the general application of this
technology for a broad range of peptide-based drugs.

We were incorporated in Delaware in July 1993 under the name Pharmaceutical Peptides, Inc. In
June 1997, we changed our name to PRAECIS PHARMACEUTICALS INCORPORATED. Our
corporate headquarters and research facility is located in Waltham, Massachusetts. We conduct our
business in one business segment. For the years ended December 31, 2001 and 2002, substantially all of
our revenue was derived in the United States. We did not have any revenue for the year ended
December 31, 2003. Long-lived assets consist primarily of property and equipment and are located
solely in the United States for all periods presented.

PRAECIS™, Plenaxis™, Apan™, LEAP™, Direct Select™, Rel-Ease™, MASTRscreen™ and the
PLUS Program™ are trademarks or trade names of our Company. This Annual Report on Form 10-K
also contains trademarks, trade names and service marks of other companies, including but not limited
to Casodex®, Eligard®, Lupron Depot® and Zoladex®, all of which are the property of their
respective owners. ‘

Approved Product

In November 2003, we received FDA approval to market our lead product, Plenaxis (abarelix for
injectable suspension) in the United States. Plenaxis is the first gonadotropin releasing hormone
(GnRH) antagonist available as a depot formulation. Plenaxis is indicated for the palliative treatment
of men with advanced symptomatic prostate cancer, in whom LHRH agonist therapy is not appropriate
and who refuse surgical castration, and have one or more of the following: (1) risk of neurological
compromise due to metastases, (2) ureteral or bladder outlet obstruction due to local encroachment or
metastatic disease, or (3) severe bone pain from skeletal metastases persisting on narcotic analgesia.
Plenaxis is not indicated for use in women or children. For safety reasons, Plenaxis is approved with
marketing restrictions under 21 CFR 314, Subpart H, and will be available only to physicians who
enroll in the PLUS (PLenaxis User Safety) Program. FDA approved full prescribing information for
Plenaxis is available at www plenaxis.com.




In January 2004, we began shipping Plenaxis to our authorized distributors. We are promoting
Plenaxis to physicians, primarily oncologists and urologists, through our own dedicated marketing and
sales team.

Backgrmjmd. Prostate cancer is one of the most commonly diagnosed cancers in men. The
American Cancer Society estimates that approximately 231,000 new diagnoses of, and 30,000 deaths
from, prostate cancer will occur in the United States in 2004. Prostate cancer cells require hormones,
specifically testosterone and its derivatives, for growth. These hormones stimulate the growth of the
cancerous cells. The primary goal of treatment is to reduce testosterone to low, or castrate, levels,
leading to inhibition of prostate cancer cell growth. Available treatments for prostate cancer patients
include hormonal therapies, radiation therapy and surgery.

Currently available hormonal therapies, known as LHRH agonists, act by overstimulating the
GnRH receptor, located on the pituitary gland, a small gland in the center of the brain.
Overstimulation of the pituitary GnRH receptor causes the GnRH receptor to become non-responsive
after approximately three weeks. However, this overstimulation first leads to increased production of
two hormones, luteinizing hormone, or LH, and follicle stimulating hormone, or FSH. The increased
level of LH causes an initial surge of testosterone from the testes. The temporary surge in hormone
levels may result in an exacerbation of symptoms, or clinical flare, in some patients. Only after several
weeks following administration of these hormonal therapies daes the GnRH receptor become
non-responsive and the desired reduction of hormone levels occurs. Due to this surge, LHRH agonists,
such as Lupron Depot, marketed by TAP Pharmaceutical Products Inc., and Zoladex, marketed by
AstraZeneca| Pharmaceuticals L.P, have precautionary labeling about the hormone-induced flare and
resulting worsening of clinical symptoms in some patients. In contrast, Plenaxis has a blocking, or
antagonist, effect on the GnRH receptor. Plenaxis reduces levels of testosterone with no initial surge.

For some advanced symptomatic prostate cancer patients, whose disease has progressed, the use of
currently available hormonal therapies may not be appropriate. In these patients, the testosterone surge
may lead to an exacerbation of symptoms, which could include urinary blockage, worsening pain, kidney
failure, paralysis and nerve damage due to spinal cord compression, or, in rare instances, death. For
these patients, removal of the testes, known as surgical castration, may be the only treatment option
available to rapidly reduce testosterone levels and avoid the testosterone surge, and this option is not
always an acceptable one for the patient. Plenaxis offers the first non-surgical alternative approved for
these patients.

Clinical Experience in Indicated Population. The use of Plenaxis was studied in 81 patients with
advanced symptomatic prostate cancer who were at risk for clinical exacerbation (clinical flare} if
treated with an LHRH agonist in an open-label, multicenter, uncontrolled, single-arm study. The
primary endpoint of this study was the avoidance of surgical castration at 4 and 12 weeks of treatment.
No patient required surgical castration through 12 weeks of Plenaxis treatment, or through 40 weeks
(median study duration) in a follow-up study. Specific clinical outcomes in those experiencing symptoms
from advanced prostate cancer were also evaluated, although these evaluations were not the primary
objective of the study. None (0) of 8 patients with vertebral or epidural metastases and without
neurological symptoms developed neurological symptoms. Ten of 13 patients with bladder outlet
obstruction and a bladder drainage catheter had relief of their obstruction leading to catheter removal
by 12 weeks. Eleven of 15 patients with pain due to skeletal metastases were able to reduce the
potency, dose and/or frequency of narcotic analgesia at 12 weeks.

Three of 81 patients withdrew from the study because of an immediate-onset systemic allergic
reaction, all o6f which occurred within minutes of receiving Plenaxis. One patient exhibited hives,
another exhibited hives and itching, and the third exhibited transient lowering of blood pressure and
fainting. Other reasons for withdrawal from Plenaxis treatment included adverse events, voluntary
withdrawal and death due to progressive prostate cancer. The most frequent adverse events (without
regard to causality) resulting from (1) Plenaxis treatment, (2) prostate cancer itself, or (3) patients’
co-existing medical conditions, included hot flushes (79%), sleep disturbances (44%), pain (31%),




breast enlargement (30%), breast pain/nipple tenderness (20%), back pain (17%), constipation (15%)
and swelling of the extremities (15%).

Pharmacology. The effectiveness of Plenaxis in suppressing serum testosterone was also studied in
two randomized, open-label, active-comparator trials. Patients in these trials did not have advanced
symptomatic prostate cancer. Patients were randomized such that for every two patients given Plenaxis
one patient was given either an LHRH agonist alone or an LHRH agonist plus nonsteroidal
antiandrogen. Plenaxis was administered on Days 1, 15, 29, then every 4 weeks thereafter for at least
6 months. LHRH agonist therapy was administered once every 28 days and nonsteroidal antiandrogen
therapy was administered daily. After completing 6 months of treatment, patients could continue
randomized treatment for an additional 6 months. In both studies combined, 100% (348/348) of
Plenaxis patients and 16% (28/172) of comparator patients avoided a testosterone surge. In addition,
the percentage of Plenaxis-treated patients who were castrate at Days 2, 4, 8, 15, and 29, was 24%,
56%, 70%, 73% and 94%, respectively.

Additional Safety Information. The description in the following four paragraphs summarizes
important safety information contained in the Plenaxis package insert approved by the FDA.
Immediate-onset systemic allergic reactions, some resulting in hypotension (lowering of blood pressure)
and syncope (fainting), have occurred after administration of Plenaxis. These immediate-onset reactions
have been reported to occur following any administration of Plenaxis, including after the initial dose.
The cumulative risk of such a reaction increases with the duration of treatment. Following each
injection of Plenaxis, patients should be observed for at least 30 minutes in the physician’s office and in
the event of an allergic reaction, managed appropriately. In all of the prostate cancer clinical trials with
Plenaxis (mostly in men without advanced symptomatic disease), immediate-onset systemic allergic
reactions occurred in 1.1% (15/1397) of patients treated with Plenaxis. Of the 15 total reactions, seven
resulted in hypotension or syncope, representing 0.5% of all patients.

The effectiveness of Plenaxis in suppressing testosterone to castrate levels decreases with continued
dosing in some patients. Effectiveness beyond 12 months has not been established. Treatment failure
can be detected by measuring testosterone concentrations just prior to administration on Day 29 and
every 8 weeks thereafter.

In certain clinical trials comparing Plenaxis to an LHRH agonist alone or an LHRH agonist plus
nonsteroidal antiandrogen, clinically meaningful elevations of liver enzymes were observed in both
patients who received Plenaxis and those who received the comparator drugs. Liver enzyme levels
should be obtained before starting treatment with Plenaxis and periodically during treatment.

In a clinical study comparing Plenaxis to an LHRH agonist plus nonsteroidal antiandrogen,
periodic electrocardiograms were performed. Both therapies prolonged the QT interval, which
measures a portion of the electrical impulse conduction in the heart, by greater than 10 msec from
pre-treatment levels. QTt prolongations can be associated with irregularities of the heart rhythm, which
in rare cases, can lead to sudden death. It is unclear whether these changes were directly related to the
study drugs, to hormone deprivation therapy or to other variables. Because Plenaxis may prolong the
QT interval, physicians should carefully consider whether the risks of Plenaxis outweigh the benefits in
patients with elevated QTc levels at the start of treatment and in patients taking certain heart
medications.

PLUS Program. As an element of the FDA’s approval of Plenaxis, we are marketing Plenaxis
under a comprehensive risk management program developed with the FDA to ensure that patients and
physicians are fully informed about the risks and benefits of Plenaxis before using it. The PLUS
Program includes, among other elements:

* Product labeling regarding the risk of immediate-onset systemic allergic reactions and the
decreased effectiveness of Plenaxis in suppressing serum testosterone to castrate levels with
continued dosing in some patients;

* An agreement for physicians which must be signed in order to become a prescriber of the drug;




* An agﬁeement for hospital pharmacists confirming their participation in the program and the
actions required prior to dispensing the drug;

* A patient information form which patients sign, indicating that they are informed about the risks
and benefits of the drug;

* A proéram for reporting adverse events, including immediate-onset systemic allergic reactions
(anaphylaxis, hypotension (lowering of blood pressure) and/or syncope (fainting)) to the
Company and the FDA; and

* Measures to actively monitor and evaluate the program, including several phase IV studies.

Product Pipe]iine

We focus our drug development efforts on conditions or diseases where there are unmet medical
needs creating a potential for significant product revenues. In addition to Plenaxis, we have two
programs that have moved beyond the research phase into clinical testing, as well as various research
and preclinical programs. We continually evaluate in early research potential candidates for
development jand are currently focusing our discovery efforts on opportunities in the areas of oncology,
inflammation; and infectious diseases.

We have;outlined our clinical programs and our more advanced programs in the research or
preclinical development stage, along with the clinical indications they address, in the following table:

Product Candidéte Clinical Indication Status
Plenaxis (Eutopean Union) Hormonally Responsive MAA Submitted Q2 2003
Prostate Cancer

Plenaxis Endometriosis Phase 11
Apan ‘ Alzheimer’s Disease Phase 1
PPI-2458 Non-Hodgkin’s Lymphoma Phase I-Clinical Hold
PPI1-2458 Rheumatoid Arthritis/Cancer Research/Preclinical
Endometriosis Diagnostic Endometriosis Clinical Validation
Androgen Receptor Antagonist Hormone-Independent Research/Preclinical

} Prostate Cancer ‘
Antiviral Multiple Viruses Research/Preclinical

Plenaxis Prbgram
Prostate Cancer

European Regulatory Status. In June 2003, we initiated the regulatory submission process in the
European Union seeking approval to market Plenaxis for the treatment of a broad population of
hormonally responsive prostate cancer patients. We submitted a marketing authorization application, or
MAA, in Germany comprised of comprehensive safety and efficacy data from three phase III safety
and efficacy studies, one of which was conducted in Europe, one phase I1I safety study, an open-label
study in advanced symptomatic prostate cancer patients, as well as phase I and phase I/11
pharmacokinetics studies. We expect the German regulatory authorities to provide initial feedback on
our application during the first half of 2004 and to complete its review of the MAA during 2004.
Assuming a favorable action by the German regulatory authorities, we plan to seek additional
European Ulj’li()n member state approvals under the Mutual Recognition Procedure, or MRP.

We are in discussions with potential partners for the commercialization of Plenaxis in Europe. We
are also in discussions regarding the development and/or commercialization of Plenaxis in Japan and
other areas of the world. It is likely that the Japanese regulatory authorities would require clinical trials
to be conducted in Japanese men prior to a filing for marketing approval in Japan. Other foreign
regulatory authorities may also require additional clinical studies. We cannot assure investors that we
will be successful in obtaining regulatory approval abroad for the commercialization of Plenaxis for the




treatment of any portion of the hormonally responsive prostate cancer patient population or for any
other indication, or that we will be able to enter into collaboration agreements on favorable terms, or
at all.

Endometriosis

Background. 'We have also conducted clinical studies of Plenaxis for the treatment of
endometriosis. Endometriosis is a condition where endometrial tissue grows beyond the uterine lining,
most often on the surfaces of organs in the pelvic cavity. Endometrial tissue, regardless of location in
the body, responds to the normal menstrual cycling of women. When the location of the endometrial
tissue prevents the appropriate sloughing of tissue that normally occurs during menstruation,
inflammation, gastrointestinal symptoms and internal scarring occur. This causes, among other things,
pain, fatigue, heavy menstrual bleeding, painful sexual intercourse and infertility. An estimated
5.5 million females in the United States and Canada suffer from endometriosis. Each year only
approximately 300,000 females in the United States are diagnosed with endometriosis, in part due to
the lack of a simple diagnostic test. Existing treatments for endometriosis include the use of pain
management medications, birth control pills, hormonal therapies to reduce estrogen and surgery.

Endometriosis Clinical Studies. 'To date, we have completed a 40 patient, phase I/II study and a
363 patient, phase II study. Patients appear to have generally tolerated treatment with Plenaxis well in
these studies. As expected, we observed adverse reactions in both Plenaxis and Lupron Depot patients,
including headache, temporary and reversible irritation at the injection site and temporary and
reversible elevation of some liver enzymes. In addition, it is well documented that the use of hormonal
therapies that lower estrogen levels results in bone mineral density loss. Analysis of the results of our
phase II study indicates that patients treated with Plenaxis experienced more bone mineral density loss
than those treated with the comparator drug, and that this loss was dose-related. In order to better
understand the bone mineral density loss, during 2002 and 2003 we conducted a pharmacokinetic study
of Plenaxis in healthy women to determine the appropriate dose and dosing schedule necessary to
maximize the benefit of the therapy for patients while minimizing attendant bone mineral density loss.
The results of this study will be used as guidance for potential future clinical studies. We do not
currently have any additional endometriosis studies planned and do not expect to conduct further
studies without a corporate partner. Any additional development in endometriosis would also require
consultation with the FDA.

Other Potential Indications

Plenaxis, in addition to its approved indication, may have potential use in treating other diseases
that respond to the reduction of either testosterone or estrogen. For example, we have completed a
small clinical study evaluating the utility of treating hormonally responsive advanced prostate cancer
patients with Plenaxis for 12 weeks followed by treatment with LHRH agonist therapy. In addition to
our studies in hormonally responsive advanced prostate cancer and endometriosis, a small, investigator-
sponsored clinical study was also conducted in which the effects of using Plenaxis to treat androgen-
independent prostate cancer were evaluated. In this disease, the prostate cancer cells no longer need
testosterone and other hormones to grow and, as a consequence, hormone-lowering therapies are
ineffective. The focus of this study was on the suppression of FSH and the results of the study were
encouraging. We plan to continue the evaluation of Plenaxis in this patient population through a
Company-sponsored study of the use of Plenaxis in patients who have androgen-independent prostate
cancer, including those for whom previous hormone therapies have failed, and have submitted a
proposed protocol to the FDA for their review.

We are also evaluating the possibility of conducting other small, investigator-sponsored studies in
indications where there are unmet medical needs, and where we believe that the benefits of treatment
with Plenaxis will outweigh the potential risks. Examples of these diseases may include endometrial
cancer, ovarian cancer, breast cancer, benign prostatic hypertrophy and precocious puberty. We intend
to work with the FDA to reach agreement on clinical research initiatives, as well as eventual label




expansion, in these and other patient populations which could be appropriately treated with Plenaxis in
the future.

Apan

We are developing Apan for the treatment of Alzheimer’s disease. Alzheimer’s disease affects an
estimated 4.5 million people in the United States, and is expected to become increasingly prevalent as
the population ages, according to the Alzheimer’s Association. Current therapies provide temporary
relief for thel symptoms of Alzheimer’s disease in some patients, but do not affect the progression of
the disease itself.

A hallmark of Alzheimer’s disease is the accumulation of plaque-like deposits in brain tissue. A
major component of this plaque is a small peptide called beta-amyloid. A large body of clinical,
biochemical and genetic evidence has emerged suggesting that the aggregation of beta-amyloid peptide
may be the underlying cause of Alzheimer’s disease. This body of evidence has led to the widely held
theory that when single beta-amyloid molecules aggregate they become toxic to nerve cells, and that
this toxicity leads to the development and progression of Alzheimer’s disease. We used our LEAP
technology to select Apan to interfere with this aggregation process.

We have shown in in vitro experiments that Apan specifically inhibits the aggregation of
beta-amyloid and prevents the associated nerve cell toxicity. In addition, we have shown in rats and
mice that Apan reaches the brain in quantities that we believe may be sufficient to block the
aggregation of beta-amyloid molecules and alter the course of the disease. Studies in transgenic mice
that develop human Alzheimer’s disease plaques in their brains and in guinea pigs suggest that Apan
can facilitate| the clearance of beta-amyloid from the brain. Alzheimer’s disease, with the associated
accumulatiori of beta-amyloid in the brain, is often thought of as a defect in the ability to clear excess
beta-amyloid| from the brain to the cerebrospinal fluid, or CSF. Both humans and transgenic mice with
Alzheimer’s disease-like plaques show increased levels of beta-amyloid in the brain and decreased levels
in the CSF as the disease progresses. In contrast, transgenic mice treated with Apan show increases in
beta-amyloid‘ levels in the CSF, suggesting that Apan may be facilitating the clearance of beta-amyloid
from the brain.

In March 2003, we completed a phase Ia dose escalation study of Apan in healthy volunteers. In
this study, we evaluated the safety and pharmacokinetics of the compound and identified a maximum
tolerated doSe, or MTD, in healthy volunteers. An analysis of the CSF taken from ten of these healthy
volunteers indicates that Apan can be quantified in the CSE These preliminary CSF results also
indicate that|Apan may be promoting clearance from the brain of beta-amyloid. This trend in the early
data is consistent with the CSF beta-amyloid results we have seen with Apan in animal models.

In June 2003, we initiated a phase Ib trial in Alzheimer’s patients. In this study, a single dose of
Apan is administered, with the goal of establishing the MTD in patients. We anticipate completing the
phase 1b study during the first half of 2004. Upon completion of the phase Ib study, and assuming
favorable FDA review of the study’s results, we expect to initiate a phase Ic trial examining the safety
of multiple administrations of a selected dose of Apan in Alzheimer’s disease patients.

PPI-2458 ‘

PPI-2458 is a novel, proprietary molecule that acts by irreversibly inhibiting the enzyme methionine
aminopeptidase type 2, or MetAP2. PPI-2458 is based on the fumagillin class of compounds. This class
of compounqs has been shown to prevent both abnormal cell growth and the formation of new blood
vessels (known as anti-angiogenesis), which contribute to the growth of aberrant tissues in diseases such
as cancer and rheumatoid arthritis. The dose limiting toxicity associated with certain fumagillin
derivatives hés largely prevented their clinical development. In preclinical studies to date, PPI-2458 has
demonstrated the potent activity of this class of compounds while displaying an improved toxicity
profile.




In preclinical studies conducted separately by us and the National Cancer Institute, or NCI, using
both in vitro and animal models, PPI-2458 demonstrated significant anti-tumor activity against certain
types of cancerous cell lines. We have also developed a proprietary pharmacodynamic assay that is
being utilized in clinical studies to assess the level of inhibition achieved by PPI-2458 of its target
enzyme, MetAP2. Data from preclinical studies in the B16F10 xenograft mouse model, which is a
commonly used cell line in cancer studies, showed that PPI-2458 significantly inhibited tumor growth
and that the degree of growth inhibition was directly linked to the level of MetAP?2 inhibition by
PPI-2458. The NCI has also presented its data on the anti-angiogenic activity of PPI-2458 and its in
vivo efficacy in a variety of xenograft animal models of human cancer, which indicate that the activity
of PP1-2458 compares favorably to that of another compound of this class known as TNP-470, which
was in development at TAP Pharmaceutical Products Inc.

During 2003, we filed an investigational new drug application, or IND, for PPI-2458, and in
December 2003, initiated an open-label phase I dose escalation study in non-Hodgkin’s lymphoma
patients. In March 2004, the FDA placed this trial on clinical hold until questions relating to a finding
in a recently completed animal safety study have been satisfactorily resolved. In support of our IND, we
had completed and submitted to the FDA results from preclinical studies evaluating the safety of
PPI-2458 through 28-days of treatment. These studies showed no evidence of any unexpected safety
issues. The FDA's decision was related to a preliminary finding in a recently completed three-month
animal safety study. The results of this study were not available at the time that the clinical study was
initiated. The finding consisted of a neuropathological abnormality in some of the animals tested,
similar to findings reported in connection with certain other approved products. The FDA has
confirmed in writing that we will need to submit a detailed plan in order to address this finding. We
intend to further explore this finding, with input from leading experts as appropriate, to assess its
potential implications and prepare a plan for the FDA. While we intend to work diligently with the
FDA to resolve this issue, we cannot currently predict when the clinical hold will be released.

Assuming that the FDA releases the clinical hold, we will resume our phase I clinical study of
PPI-2458 in non-Hodgkin’s lymphoma patients. The primary endpoint of this study is safety, with
disease response being evaluated as a secondary endpoint. In this study, we are utilizing our MetAP2
inhibition assay to assist in the determination of a safe and efficacious dosing regimen for future
studies. Initial results collected prior to the clinical hold confirm that orally dosed PPI-2458 is achieving
inhibition of its molecular target, MetAP2, in humans.

There are approximately 50,000 new cases of non-Hodgkin’s lymphoma in the United States
annually, and approximately 25,000 deaths from non-Hodgkin’s lymphoma each year. The PPI-2458
trial includes patients with diffuse large B-cell lymphoma and follicular lymphoma. These two types of
non-Hodgkin’s lymphoma represent approximately one half of all newly diagnosed non-Hodgkin’s
lymphoma cases in the United States.

In December 2003, we entered into a collaboration with the NCI’s Division of Cancer Treatment
and Diagnosis for the expansion of clinical development of PPI-2458 for the treatment of various forms
of cancer. Under the collaboration agreement, we will work with the NCI to optimize a clinical
development path for PPI-2458 in cancers other than non-Hodgkin’s lymphoma. However, the Division
of Cancer Treatment and Diagnosis can not proceed with the initiation of any clinical trials under this
agreement until release of the recently imposed clinical hold discussed above.

* We intend to continue to evaluate potential trials for PP1-2458 in autoimmune diseases, including
rheumatoid arthritis. Preclinical studies have demonstrated the efficacy of PPI-2458 in several rodent
models of rheumatoid arthritis, including a rodent model of collagen-induced arthritis. In one such
study, radiographs showed that, as compared to the untreated control group, PPI-2458 significantly
inhibited structural damage when the compound was administered via any of three routes: oral,
subcutaneous or intravenous. Despite the availability of several new effective disease-modifying
anti-rheumatic drugs, also known as DMARDs, for the treatment of rheumatoid arthritis, there remains
a significant unmet medical need. We believe that new drugs which could be used alone or in
combination with established DMARDs could be useful in treating rheumatoid arthritis.




Endometriésis Diagnostic

Considering that an estimated 5.5 million females in the United States and Canada suffer from
endometriosis, and that only approximately 300,000 females in the United States and an unknown
number in Canada are actually diagnosed with the disease annually, we believe a diagnostic test is
critical to better identify, assess and treat those who suffer from the disease. Currently, endometriosis is
diagnosed by a relatively painful and expensive invasive surgical procedure called laparoscopy. We are
developing a|simple, non-invasive endometriosis diagnostic test based on the presence of unique
proteins in the serum of disease sufferers. Using our Biomarker Discovery Platform described below,
we have discovered proteins whose abundance in serum can discriminate between diseased and
non-diseased individuals. These proteins could prove useful to diagnose individuals with the disease, as
well as enhance understanding of the disease process. We have developed a clinically relevant
diagnostic test which can be performed on a commercially available platform. This will allow for the
implementation and further clinical assessment of our findings in a broad population. If the findings
hold, we believe that this test could be available in a specialty testing laboratory environment on an
expedited timetable.

Androgen keceptor Antagonist

Because! testosterone and other hormones are growth factors for prostate cancer cells, hormone-
lowering therapy can be a safe and effective treatment for patients with hormone-dependent prostate
cancer. However, most patients eventually progress to a condition known as hormone-independent (or
androgen-independent) prostate cancer, where the prostate cancer cells no longer need testosterone
and other hormones to grow and, as a consequence, hormone-lowering therapies are ineffective.
Genetic studies in these patients reveal that many of them have accumulated mutations in the gene
encoding thé Androgen Receptor, or AR, allowing it to function in the absence of testosterone. These
studies indicate that the AR is central to the growth of prostate cancer cells. In an ongoing effort to
develop the most advanced approaches to treating prostate cancer, we have discovered and are testing
ligands that bind to the AR using our LEAP technology, which could provide the basis for a new class
of drugs to treat hormone-independent prostate cancer. If successful, the use of these drugs could be
expanded toitreat prostate cancer at all stages.

Antiviral Program

The development of antiviral agents has captured a worldwide market in excess of $9.0 billion.
Most antiviral therapeutics directly interfere with components of viral entry, replication or assembly.”
However, this therapeutic approach often leads to resistance, as the virus mutates, overcomes the
action of the drug and successfully enters the target cell nucleus.

We have been working across a number of different approaches in pursuit of potential antiviral
therapies. For example, we are pursuing a novel strategy targeting cellular pathways which would
prevent/reduce viral replication and thereby potentially avoid the problems of drug resistance. Using
our LEAP technology, we have identified molecules that cause an antiviral effect; preventing the viral
replication, against several different classes of viruses. We are currently testing the activity of these
compounds against a wider spectrum of viruses, and are working on improving the potency of these
molecules through the medicinal chemistry step of the LEAP process. If we are successful, the use of
these molecules could be developed for the treatment of a number of different viral afflictions, such as
influenza and respiratory syncytial virus, or RSV,
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Technology
LEAP and Direct Select

Our proprietary method for discovering drugs is based on a unique system that combines the
power and diversity of biological selection to identify compounds with potentially favorable drug-like
properties with an ability to enhance and optimize these compounds using medicinal chemistry. We call
this process Ligand Evolution to Active Pharmaceuticals, or LEAP. We believe LEAP is superior to
traditional methods of drug discovery that are limited by the number of compounds that can be
synthesized and tested manually. In a typical LEAP selection process, we can examine millions of
molecules in a few months. By contrast, conventional screening and medicinal chemistry permit the
examination of fewer than one million molecules with equivalent resources and require more time.

In the case of Plenaxis, LEAP allowed us to take a peptide ligand encoded in the human genome
and convert that peptide into a drug. GnRH is a natural peptide ligand that binds to the GnRH
receptor on the pituitary gland triggering the production of LH, which, in turn, triggers the production
of testosterone. We used LEAP to evolve GnRH into Plenaxis, a drug that binds to the same receptor
target, but blocks the production of LH. We have several granted foreign patents, as well as pending
patent applications in the United States and abroad, that cover the essential steps of the LEAP
process.

As part of the ongoing evolution of our discovery platform, we have recently developed Direct
Select Technology. The power of the Direct Select Technology is in both the sheer size of the small
molecule libraries—10,000 times the size of compound libraries typically used in the pharmaceutical
industry—and the ease of use of the libraries in affinity-based screening assays. Direct Select libraries
are not restricted to peptide-based compounds and accomplish what takes two steps in LEAP in a
single step selection. Due to these advantages, Direct Select Technology will allow us to rapidly and
directly identify leads with higher affinity and specificity than is routinely possible using traditional drug
discovery methods. In a pilot trial using Direct Select Technology, we generated a 250,000 member
library in less than six weeks. Our scientists are scaling the process to potentially create multiple
libraries consisting of greater than 100 million molecules with highly diverse structures. We intend to
apply the Direct Select approach to the discovery of new compounds, including orally bioavailable
drugs, directed at multiple targets in select human diseases. We have filed patent applications in the
United States covering the essential steps of the Direct Select process and also intend to pursue patent
protection abroad.

Rel-Ease

We may be able to further enhance the potential clinical utility of our drug candidates by
formulating the drugs with our proprietary sustained release technology, Rel-Ease. For example, using
Rel-Ease technology, we are able to formulate Plenaxis in such a way that a physician only needs to
administer it to prostate cancer patients once every four weeks because Rel-Ease continuously releases
the drug in the body over that period of time. In many cases, infrequent injections of a drug in a
sustained release formulation are more desirable than oral administration due to patient compliance,
convenience or reimbursement issues. We have formulated a variety of molecules with Rel-Ease
technology and believe that Rel-Ease may be useful for formulating drug candidates we discover and
develop using our proprietary technology platforms. We may explore in the future the potential use of
our Rel-Ease technology to create improved formulations and sustained release formulations of
approved drugs. We hold patents that cover the general application of this technology for a broad
range of peptide-based drugs.

Biomarker Discovery Platform

Our LEAP techhology platform includes a process to profile highly complex tissues and recognize
subtle differences between them. The recognition of differences in complex tissues is a core challenge
of performing global protein profiling, or proteomics, to look for diagnostic biomarkers or novel insight
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into disease mechanisms which could lead to new drug targets and therapies. This technology platform
uses liquid chromatography and mass spectrometry to reproducibly measure the relative abundance of
many components in tissue samples. Proprietary software is used to distinguish between normal subjects
and disease sufferers. The structures of the molecules having different abundances are then
determined. As discussed above, we recently employed this proteomics-based Biomarker Discovery
Platform successfully in our endometriosis diagnostic program to identify the presence of unique
proteins in the serum of disease sufferers.

MAS TRscfeen

MASTRscreen is our proprietary screening procedure that rapidly identifies and evaluates ligands
for the most successful class of drug targets, known as G-protein coupled receptors. The GnRH
receptor is a member of this class of receptors. We developed MASTRscreen in connection with our
Plenaxis program, and it was instrumental in the selection of Plenaxis from pools of modified peptides.
MASTRscreen is useful because of its sensitivity to low concentrations of screened material, easily
measurable endpoints and adaptability to various screening systems. We have several granted foreign
patents, as well as pending patent applications in the United States and abroad, that cover the essential
steps of the MASTRscreen process.

Technologj License

In October 1996, we entered into a license agreement with Indiana University Foundation. The
license agreement was amended in June 1998, and Indiana University Foundation assigned it to Indiana
University’s Advanced Research and Technology Institute, Inc. Under the agreement, we have an
exclusive worldwide license under patent applications, future patents and technology of Indiana
University Eoundation relating to GnRH antagonist compounds, including abarelix, which is the active
ingredient of Plenaxis, and methods of use for abarelix. Through December 31, 2003, we had paid
non-refundable fees of $305,000 and performance-based payments of $1.75 million under this
agreement. We made an additional $1.0 million performance-based payment under this agreement in
February 2004. We have agreed to make performance-based payments of up to an additional
$1.5 million, and to pay royalties on our net sales of products covered by the license. The license
agreement remains in effect until the last licensed patent expires, currently 2015. Expiration of the
license will not preclude us from continuing to develop and market the licensed products and use the
licensed technology, provided we obtain the consent of Advanced Research and Technology Institute to
extend the license term past the expiration date. Advanced Research and Technology Institute may not
unreasonably withhold its consent to our request for such an extension. We can terminate the
agreement at any time upon 90 days notice. Advanced Research and Technology Institute may
terminate upon 90 days notice if we materially breach. the agreement or fail to make required
payments.

Research aﬁd Development

-As of December 31, 2003, we had a total of 99 employees dedicated to research and development
for our product candidates. We have spent substantial funds over the past three years to develop
Plenaxis and our other potential drug candidates and expect to continue to do so in the future. We
spent approxnnately $59.4 million in 2001, $56.4 million in 2002 and $41.9 million in 2003 on research
and development activities.

Marketing and Sales
Con i

We have established an internal marketing and sales infrastructure to support the launch of
Plenaxis in the United States, including marketing and sales support professionals based at our
headquarters in Waltham, Massachusetts. As of February 29, 2004, we have hired and trained our
regional sales managers and are aggressively hiring and training what we currently estimate will be 40
field sales representatives. In addition to marketing and sales personnel, we have hired and trained
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medical science liaisons to engage in scientific exchange and help respond to medical and scientific
questions from physicians.

Our goal is to have 100% of our Plenaxis sales force hired, trained and in the field by early in the
second quarter of 2004. We are targeting sales representatives with an average of 6-8 years of
experience. Our sales force will promote Plenaxis to physicians, particularly oncologists and urologists,
who are involved in the treatment of patients with advanced symptomatic prostate cancer, as well as
educate physicians and hospital pharmacists about the PLUS Program and the risks and benefits of
Plenaxis.

We intend to leverage our marketing and sales infrastructure to position ourselves as a partner for
commercializing other urology/oncology products. In addition, our marketing professionals are also
involved with our product candidates at earlier stages of development, such as Apan and PPI-2458. As
these products advance in development, our commitment of marketing resources may increase.

We sell Plenaxis directly to authorized specialty distributors who, in turn, sell the product to
physicians and hospital pharmacists enrolled in the PLUS Program. There are a relatively small number
of specialty distributors and wholesalers that provide such services. There can be no assurances that
these distributors will adequately provide their services to either end users or to the Company.

Manufacturing

We generally manufacture in-house the drug supply required to support our early preclinical
studies. External contractors provide all of our later-stage preclinical and clinical supplies and
manufacture them in accordance with FDA and European regulations. We have long-term contracts for
each stage of the commercial manufacturing process for Plenaxis.

We have a development and supply agreement with UCB S.A. under which UCB will supply us
with commercial volumes of the Plenaxis drug compound. We have no minimum purchase commitment
for commercial supply under the UCB agreement.

We also have a supply agreement with Cambrex Charles City, Inc., formerly Salsbury
Chemicals, Inc. Under this supply agreement, Cambrex has agreed to manufacture for us the
commercial depot formulations of Plenaxis. We contributed approximately $6.0 million toward
Cambrex’s construction and outfitting of a dedicated manufacturing facility. We retain all rights in
manufacturing technology developed in connection with this agreement. During 2003, we paid Cambrex
approximately $632,000 toward minimum purchase commitments and facility maintenance. Qur
minimum purchase commitment with Cambrex for 2004 is $792,000.

In addition, we have a commercial supply agreement with Baxter Pharmaceutical Solutions LLC to
supply Plenaxis products in finished vials. Under the terms of the Baxter agreement, we are required to
purchase a minimum of $375,000 of product from Baxter each calendar year until January 2005, the
first anniversary of the first commercial shipment of Plenaxis, at which time the minimum annual
purchase commitment will be adjusted to $650,000.

In order to meet potential increases in demand in connection with the commercial launch of
Plenaxis, we are evaluating the possibility of a second source for certain stages of Plenaxis production.
However, the number of qualified alternative suppliers is limited, and we cannot assure investors that
we will be able to locate alternative suppliers or negotiate second supply agreements on reasonable
terms. Furthermore, the process of engineering a new supplier’s facility for the production of Plenaxis
and obtaining the necessary FDA approval of the facility would require substantial lead-time and could
be extremely costly. We cannot assure investors that we will not lose one or more of our suppliers, or
that in such event we would be readily able to continue the commercialization and sale of Plenaxis
products or the further development of Plenaxis without substantial and costly delays.

13




Patents and Ij’roprietary Rights

Proprietary protection for our products, technology and processes is essential to our business. We
seek proprietary protection predominantly in the form of patents on our products and the processes we
use to discover them. With respect to a particular product, we generally seek patent protection on the
compound itself, its commercial formulation, its range of applications and its production. Where
possible, we also seek patent coverage that could prevent the marketing of, or restrict the commercial
threat of, competitive products.

We currently hold 24 United States patents and exclusive licenses to three United States patents.
These patents have expiration dates from 2012 through 2020. We also hold or have exclusive licenses to
65 granted foreign patents. In addition, we have filed or hold exclusive licenses to 33 United States
utility and provisional patent applications, as well as 131 related foreign patent applications, including
both Patent Cooperation Treaty filings and national filings. We also have non-exclusive licenses to four
United States patents directed to technologies embodied in LEAP.

In particular, we have or hold exclusive licenses to United States patents that cover both the active
ingredient of| Plenaxis, known as abarelix, as well as methods of use for abarelix for treating a variety of
conditions, including prostate cancer, and the sustained release formulation enabling its once-per-month
administration. These patents expire in 2015 and 2016. We also have patents covering the use of
abarelix and certain specific uses of any other GnRH antagonist in various therapeutic settings,
including in ¢0mbination with surgery or radiation therapy. We intend to file additional United States
and foreign patent applications, where appropriate, relating to new product discoveries or
improvements.

We also irely on trade secrets, know-how and continuing technological advances to protect various
aspects of our core technology. We require our employees, consultants and scientific collaborators to
execute confidentiality and invention assignment agreements with us to maintain the confidentiality of
our trade secrets and proprietary information. These agreements generally provide that the employee,
consultant or scientific collaborator will not disclose our confidential information to third parties,
compete with us or solicit our employees during the course of their employment, consultancy or
collaboration with us. When appropriate, these agreements also provide that inventions conceived by
the employee, consultant or scientific collaborator in the course of working for us will be our exclusive
property. Additionally, our employees agree, for one year following termination of their employment
with us, not to solicit our other employees.

Competition

A biopharmaceutical company such as ours faces intense competition. Many companies, both
public and private, including large pharmaceutical companies, chemical companies and biotechnology
companies, develop products or technologies competitive with our products or technologies. Many of
these companies have greater financial resources and more experience than we do in developing drugs,
obtaining regulatory approvals, manufacturing and marketing. In addition, academic, government and
industry-based research is intense, resulting in considerable competition in obtaining qualified research
personnel, submitting patent filings for protection of intellectual property rights and establishing
strategic corporate alliances.

Our product, Plenaxis, as well as each of our potential products in research or development, will
face competition from other products. For example, Plenaxis, although approved in the United States
only for the treatment of the symptoms of men with advanced prostate cancer for whom other
hormonal therapies are not appropriate and who have refused surgical castration, will still compete to
some extent with established or newly introduced products, including Lupron Depot, Zoladex, Casodex
and other pharmaceuticals used by physicians for the treatment of hormonally responsive advanced
prostate cancer in the United States and Europe.
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We are also aware of another GnRH antagonist, Degarelix, being developed by Ferring
Pharmaceuticals, which is in late-stage clinical trials for the treatment of prostate cancer. In addition,
for Plenaxis and each of our product candidates, we will face increasing competition from generic
formulations of existing drugs whose active components are no longer covered by patents. Specifically,
we are aware of various formulations of leuprorelin, the active ingredient of Lupron Depot, including
Viadur™, marketed by Bayer Corporation as a 12-month hormone therapy implant, and Eligard,
marketed by Atrix Laboratories, Inc. in one-, three- and four-month depot formulations for the
treatment of advanced prostate cancer.

We believe that the principal competitive factors affecting the market for Plenaxis are the safety
and efficacy profile, physician and patient acceptance of the product, product features, including the
dosing schedule, and pricing and reimbursement decisions. We believe that Plenaxis will be adopted by
practitioners and patients as an acceptable therapy for the subset of advanced symptomatic prostate
cancer patients described above and will compete favorably with other available treatment alternatives
in this arena, although no assurance can be given in this regard.

Government Regulation

The manufacture and marketing of pharmaceutical products and our ongoing research and
development activities in the United States require the approval of numerous governmental authorities,
including the FDA. We also must obtain similar approvals from comparable agencies in most foreign
countries. The FDA has established mandatory procedures and safety standards which apply to
preclinical testing and clinical trials, as well as to the manufacture, storage, distribution, marketing,
sales, import and export of pharmaceutical products. State, local and other authorities also regulate
pharmaceutical manufacturing and distribution facilities.

The pharmaceutical research, development and approval process in the United States is typically
intensive, uncertain, lengthy and rigorous and can take many years, depending on the product under
consideration. As an initial step in the FDA regulatory approval process, an applicant typically conducts
preclinical studies in animals to assess a drug’s efficacy and to identify potential safety problems. An
applicant must conduct specified preclinical laboratory and animal studies in compliance with the FDA's
good laboratory practice regulations. Failure to follow these requirements can invalidate the data,
among other things. An applicant must submit the results of these studies to the FDA as part of an
investigational new drug application, or IND. Proposed clinical testing can only begin if the FDA raises
no objections to the IND. We can give no assurance that any submission of an IND to the FDA
relating to our product candidates will result in the commencement of a clinical trial. The FDA may
prevent studies from moving forward by imposing a clinical hold, and may suspend or terminate studies
once initiated. For example, the FDA recently placed our phase I clinical trial of PP1-2458 on hold due
to a neuropathological abnormality observed in some of the animals tested in a recently completed
three-month animal safety study. The FDA has confirmed in writing that we will need to submit a
detailed plan to address this finding. We intend to further explore this finding, with input from leading
experts as appropriate, to assess its potential implications and prepare a plan for the FDA. While we
intend to work diligently with the FDA to resolve this issue, we cannot currently predict when the
clinical hold will be released.

Clinical testing must meet requirements for institutional review board, or IRB, oversight and study
subject informed consent, as well as FDA prior review, oversight and good clinical practice
requirements. Independent IRB’s are responsible for overseeing studies at particular sites and
protecting human research study subjects. An IRB may prevent a study from beginning or suspend or
terminate a study once initiated. Typically, clinical testing involves a three-phase process. Phase I
clinical trials involve a small number of subjects and are designed to provide information about both
product safety and the expected dose of the drug. Phase II clinical trials generally provide additional
information on dosing and safety in a limited patient population. Generally, phase II trials may also
provide preliminary evidence of product efficacy. Phase III clinical trials are large-scale, well-controlled
studies. The goal of phase III clinical trials generally is to provide statistically valid proof of efficacy, as
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well as safejty, in the target patient population. In order to seek approval to commence commercial
sales, the company performing the preclinical testing and clinical trials of a pharmaceutical product
then submits the results to the FDA in the form of a new drug application, or NDA, along with
proposed labeling for the product and information about the manufacturing processes and facilities that
will be used to ensure product quality. Each NDA submission requires a substantial user fee payment
for which the FDA has committed generally to review and make a decision concerning approval within
10 months, and of a new “priority” drug within 6 months. However final FDA action on the NDA can
take substantially longer and also may involve review and recommendations by an independent FDA
advisory committee. Preparing NDA applications involves considerable data collection, verification,
analysis and expense. In responding to an NDA, the FDA may conduct a pre-approval inspection of the
relevant manufacturing facility or facilities to assess conformance to the current good manufacturing
practice requirements and may also inspect sites of clinical investigators involved in the clmlcal
development program to ensure their conformance to good clinical practices.

The FIDA must grant approval of our products, which includes a review of the manufacturing
processes and facilities used to produce these products, before we can market these products in the
United States. The process of obtaining approvals from the FDA can be costly, time consuming and
subject to unanticipated delays. The FDA may not approve an NDA, or may require revisions to the
product labeling, require that additional studies be conducted prior to or as a condition of approval, or
impose other limitations or conditions on product distribution, including, for example, adoption of a
special risk imanagement plan. If the FDA grants approval of a drug product, the approval will be
limited to specific indications.

The FIDA has considerable discretion in determining whether to grant marketing approval for a
drug, and may delay or deny approval even in circumstances where the applicant’s clinical trials have
proceeded in compliance with FDA procedures and regulations and have met the established
end-points of the trials. Challenges to FDA determinations are generally time-consuming and costly,
and rarely if ever succeed. In November 2003, we received FDA approval to market Plenaxis for the
treatment of the symptoms of men with advanced prostate cancer for whom other hormonal therapies
are not appropriate and who have refused surgical castration. We can give no assurance that we will
obtain marketing approval for any of our other product candidates.

Now that we have received marketing approval for Plenaxis, we must comply with FDA
requirements for manufacturing, labeling, advertising, record keeping and reporting of adverse
experiences|and other information. In addition, we must seek FDA approval for any significant changes
to the product, the manufacturing of the product, or the labeling. Drug advertising and promotion are
subject to federal and state regulations. In the United States, the FDA regulates all company and
product promotion, including direct-to-consumer advertising. Violative materials may lead to FDA
enforcement action. The manufacturing of a product after approval is also subject to comprehensive
and continuing regulation. These regulations require the manufacture of products in specific approved
facilities and in accordance with current good manufacturing practices, and to list products and register
manufacturing establishments with the FDA. These regulations also impose certain organizational,
procedural and documentation requirements with respect to manufacturing and quality assurance
activities. All manufacturing facilities are subject to comprehensive, periodic inspections by the FDA.

In addition, Plenaxis has been approved under regulations concerning drugs with certain safety
profiles, under which the FDA has established special restrictions to ensure safe use. Under these
regulations,  Plenaxis was approved with a comprehensive risk management program. This program
includes educational outreach to patients and physicians regarding the risks and benefits of Plenaxis,
restricted distribution of the product only to physicians enrolled in a prescribing registry, a system for
collecting and reporting adverse events to the FDA and auditing requirements to evaluate the
effectiveness of the program. We are also required to conduct several phase IV studies to evaluate the
risk management program and the appropriate use of the drug in the indicated population. These
regulations also give the FDA authority to pre-approve all promotional materials and permit an
expedited market withdrawal procedure if issues arise regarding the safe use of Plenaxis.
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Our manufacturing, sales, promotion, and other activities following product approval are subject to
regulation by numerous regulatory authorities in addition to the FDA, including potentially the Federal
Trade Commission, the Department of Justice, the Centers for Medicare & Medicaid Services, other
divisions of the Department of Health and Human Services, and state and local governments. Any
distribution of pharmaceutical samples to physicians must comply with applicable rules, including the
Prescription Drug Marketing Act. Our sales, marketing and scientific/educational programs must
comply with the anti-kickback provisions of the Social Security Act, the False Claims Act, and similar
state laws. Our pricing and rebate programs must comply with pricing and reimbursement rules,
including the Medicaid rebate requirements of the Omnibus Budget Reconciliation Act of 1990. If
products are made available to authorized users of the Federal Supply Schedule of the General
Services Administration, additional laws and requirements apply. All of our activities are potentially
subject to federal and state consumer protection and unfair competition laws.

Depending on the circumstances, failure to meet these applicable regulatory requirements can
result in criminal prosecution, fines or other penalties, injunctions, recall or seizure of products, total or
partial suspension of production, denial or withdrawal of pre-marketing product approvals, private “qui
tam” actions brought by individual whistleblowers in the name of the government, or refusal to allow
us to enter into supply contracts, including government contracts. In addition, even if we comply with
FDA and other requirements, new information regarding the safety or effectiveness of a product could
lead FDA to modify or withdraw a product approval.

We also are subject to various laws and regulations relating to safe working conditions, laboratory
and manufacturing practices, the experimental use of animals and the use and disposal of hazardous or
potentially hazardous substances, including chemicals, micro-organisms and various radioactive
compounds used in connection with our research and development activities. Although we believe that
our safety procedures for handling and disposing of these materials comply with the standards
prescribed by state and federal regulations, we cannot assure you that accidental contamination or
injury from these materials will not occur. Compliance with laws and regulations relating to the
protection of the environment has not had a material effect on our capital expenditures or our
competitive position. However, we cannot accurately predict the extent of government regulation, and
the cost and effect thereof on our competitive position, which might result from any legislative or
administrative action. ‘

Additionally, we will likely need to obtain approval of a product from comparable regulatory
authorities in foreign countries prior to the commencement of marketing of the product in those
countries. The approval procedure varies among countries, may involve additional testing and the time
required may differ from that required for FDA approval. Under the current regulatory system in the
European Union, marketing authorization applications may be submitted pursuant to a centralized, a
decentralized or a national level process. The centralized procedure is mandatory for the approval of
biotechnology products and high technology products and available at the applicant’s option for other
products. The centralized procedure provides for the grant of a single marketing authorization that is
valid in all European Union member states. The decentralized procedure is available for all medicinal
products that are not subject to the centralized procedure. The decentralized procedure provides for
mutual recognition of national approval decisions, changes existing procedures for national approvals
and establishes procedures for coordinated European Union actions on products, suspensions and
withdrawals. Under this procedure, the holder of a national marketing authorization for which mutual
recognition is sought may submit an application to one or more European Union member states, certify
that the dossier is identical to that on which the first approval was based or explain any differences and
certify that identical dossiers are being submitted to all member states for which recognition is sought.
Within 90 days of receiving the application and assessment report, each European Union member state
must decide whether to recognize approval. The procedure encourages member states to work with
applicants and other regulatory authorities to resolve disputes concerning mutual recognition. Lack of
objection of a given country within 90 days automatically results in approval of the European Union
country. Following receipt of marketing authorization in a member state, we would then be required to
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engage in p‘ricing discussions and negotiations with a separate prescription pricing authority in that
country.

We intend to secure European regulatory approval for the use of Plenaxis for hormonally
responsive prostate cancer under the decentralized procedure and filed our first MAA in Germany in
June 2003. That review is currently pending. We are relying primarily on third party contractors to
assist us with our European regulatory filings for Plenaxis. However, although we have sought qualified
experience and assistance in dealing with the foreign regulatory processes and interacting with foreign
regulatory authorities, we cannot assure investors that we will be successful in filing for and obtaining
the necessary governmental approvals for Plenaxis or any of our other product candidates in Europe or
any other foreign country.

Price Controls

In many of the markets where we operate or intend to operate, the prices of pharmaceutical
products are subject to direct price controls (by law) and to drug reimbursement programs with varying
price control mechanisms.

In the 'United States, debate over the reform of the health care system has resulted in an increased
focus on pricing. Although there are currently no government price controls over private sector
purchases in the United States, federal legislation requires pharmaceutical manufacturers to pay
prescribed rebates on certain drugs to enable them to be eligible for reimbursement under certain
public health care programs. Various states have adopted mechanisms under Medicaid and otherwise
that seck to control drug prices, including by disfavoring certain higher priced drugs and by seeking
supplemental rebates from manufacturers. In the absence of new government regulation, managed care
has become a potent force in the marketplace that increases downward pressure on the prices of
pharmaceutical products. New federal legislation, enacted in December 2003, has altered the way in
which physician-administered drugs covered by Medicare are reimbursed, generally leading to lower
reimbursement levels. The legislation has also added an outpatient prescription drug benefit to
Medicare, effective January 2006. In the interim, Congress has established a discount drug card
program for Medicare beneficiaries. Both benefits will be provided primarily through private entities,
which will attempt to negotiate price concessions from pharmaceutical manufacturers. While these
negotiations may increase pricing pressures, it is also possible that the new Medicare prescription drug
benefit may increase the volume of pharmaceutical drug purchases, offsetting, at least in part, potential
price discounts. The new law specifically prohibits the United States government from interfering in
price negotiations between manufacturers and Medicare drug plan sponsors, but some members of
Congress are still pursuing legislation that would permit the United States government to use its
enormous purchasing power to demand discounts from pharmaceutical companies thereby creating de
facto price: controls on prescription drugs.

This focus on pricing has led to other adverse government action, and may lead to other action in
the future. For example, in December 2003 federal legislation was enacted to change United States
import laws and expand the ability to import lower priced versions of our and competing products from
Canada, where there are government price controls. These changes to the import laws will not take
effect unless and until the Secretary of Health and Human Services certifies that the changes will lead
to substantial savings for consumers and will not create a public health safety issue. The current
Secretary of Health and Human Services has indicated that there is not a basis to make such a
certification at this time. However, it is possible that this Secretary or a subsequent Secretary could
make the certification in the future. In addition, legislative proposals have been made to implement the
changes toj the import laws without any certification, and to broaden permissible imports in other ways.
Even if the changes to the import laws do not take effect, and other changes are not enacted, imports
from Canada and elsewhere may increase due to market and political forces, and the limited
enforcement resources of the FDA, the Customs Service, and other government agencies. For example,
numerous states and localities have proposed programs to facilitate Canadian imports, and at least one




locality has already begun such a program, notwithstanding questions raised by FDA about the legality
of such actions. We expect that pressures on pricing and operating results will continue.

In the European Union, governments influence the price of pharmaceutical products through their
pricing and reimbursement rules and control of national health care systems that fund a large part of
the cost of such products to consumers. The approach taken varies from member state to member
state. Some jurisdictions operate positive and/or negative list systems under which products may only be
marketed once a reimbursement price has been agreed. Other member states allow companies to fix
their own prices for medicines, but monitor and control company profits. The downward pressure on
health care costs in general, particularly prescription drugs, has become very intense. As a result,
increasingly high barriers are being erected to the entry of new products, as exemplified by the
National Institute for Clinical Excellence in the United Kingdom which evaluates the data supporting
new medicines and passes reimbursement recommendations to the government. In addition, in some
countries cross-border imports from low-priced markets (parallel imports) exert a commercial pressure
on pricing within a country.

In Japan, the National Health Ministry biannually reviews the pharmaceutical prices of individual
products. In the past, these reviews have resulted in price reductions.

Product Liability Insurance

We maintain product liability insurance for the manufacturing and commercial sale of Plenaxis, as
well as for clinical trials, in the amount of $20.0 million per occurrence and $20.0 million in the
aggregate. Although we maintain product liability insurance, we cannot be sure that this coverage is
adequate or that it will continue to be available to us on acceptable terms. Insurance coverage is
becoming increasingly expensive, and we may be unable to maintain insurance coverage at a reasonable
cost or in sufficient amounts to protect us against losses due to liability. We may incur significant
liability and our business would be harmed if product liability or malpractice lawsuits against us are
successful. Furthermore, product liability claims, regardless of their merits, could be costly and divert
management’s attention from other business concerns, or adversely affect our reputation and the
demand for Plenaxis.

Human Resources

As of February 29, 2004, we had 175 full-time employees. We also utilize consultants and
independent contractors on a regular basis to assist in the development and potential commercialization
of our products. None of our employees are party to a collective bargaining agreement and we have
never experienced a work stoppage. We consider our employee relations to be good. We believe that
our future success is dependent in part on our ability to attract and retain skilled scientific, sales and
marketing, and other professional and senior management personnel. Competition in our industry is
intense and we cannot assure you that we will be able to attract, integrate and retain these personnel.

Available Information

We maintain a website with the address www.praecis.com. We are not including the information
contained on our website as a part of, or incorporating it by reference into, this Annual Report on
Form 10-K. We make available free of charge through our website our Annual Reports on Form 10-K,
Quarterly Reports on Form 10-Q and Current Reports on Form 8-K, and amendments to these reports,
as soon as reasonably practicable after we electronically file such material with, or furnish such material
to, the Securities and Exchange Commission. We have adopted a code of ethics that applies to all of
our directors, officers and employees. We have made a copy of our code of ethics available on our
website under “Investor Relations—Corporate Governance.” We may satisfy the disclosure requirement
under Item 10 of Form 8-K regarding an amendment to, or a waiver from, a provision of our code of
ethics that applies to our principal executive officer or our principal financial and accounting officer by
posting such information on our website.
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ITEM 2. PROPERTIES.

Our corporate headquarters and principal research facility is located in Waltham, Massachusetts,

“where we own, through our wholly owned real estate subsidiary, land and a building of approximately
175,000 square feet. We have entered into a 15-year lease for this facility with our subsidiary. We
currently oc¢upy approximately 100,000 square feet of this facility and would sublease a portion of the
remaining space for up to the next three to five years upon acceptable financial terms. In connection
with the acquisition of our corporate headquarters and principal research facility, our subsidiary
granted a security interest in the facility, together with all fixtures, equipment, improvements and
related items, as more fully discussed in “Management’s Discussion and Analysis of Financial Condition
and Results lof Operations—Liquidity and Capital Resources” appearing elsewhere in this report.

We believe that our facility will be adequate for at least the next seven years and that we will be
able to obtain additional space as needed on commercially reasonable terms.
ITEM 3. LEGAL PROCEEDINGS.

We are%not currently a party to any material legal proceedings.

ITEM 4. SiJBMISSION OF MATTERS TO A VOTE OF SECURITY HOLDERS.

No mati'ters were submitted to a vote of security holders of the Company during the last quarter of
the fiscal year ended December 31, 2003.

|
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PART II

ITEM 5. MARKET FOR REGISTRANT'S COMMON EQUITY, RELATED STOCKHOLDER
MATTERS AND ISSUER PURCHASES OF EQUITY SECURITIES.

Our common stock is traded on The Nasdaq National Market under the symbol “PRCS.” The
following table shows the range of high and low per share sale prices of our common stock as reported
on The Nasdaq National Market for the periods indicated.

Common Stock

Price
High Low

Year Ended December 31, 2003:

First Quarter. ..o ot e $4.49 $2.90

Second QuUarter . .. ... .o it e 580 3.83

Third Quarter .. ... ... 725 451

Fourth Quarter ......... ... ... .. ... e 798  6.25
Year Ended December 31, 2002:

First Quarter. . . .. oot e e $5.94 $4.24

Second Quarter .. ... .. .. . . e 580 271

Third Quarter . .. ... .. i e 393 2.60

Fourth Quarter ......... ... ... . ... .. ... e 354 220

As of February 29, 2004, there were approximately 143 holders of record of our common stock
registered with our transfer agent, American Stock Transfer & Trust Company. Because many of these
shares are held by brokers and other institutions on behalf of stockholders, we are unable to estimate
the total number of stockholders represented by the record holders.

We have never declared or paid any cash dividends on our capital stock, and we do not currently
intend to pay any cash dividends on our common stock in the foreseeable future. We expect to retain
future earnings, if any, to fund the development and growth of our business. Our board of directors
will determine future dividends, if any, based upon our financial condition, results of operations, capital
requirements and other factors that the board deems relevant. Therefore, you should not expect to
receive any funds in respect of shares of our common stock without selling your shares.

The information under the heading “Equity Compensation Plan Information” in the Company’s
definitive Proxy Statement to be delivered to stockholders in connection with the Annual Meeting of
Stockholders expected to be held on May 13, 2004 is incorporated into Item 12 of this report by
reference.
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ITEM 6. SELECTED FINANCIAL DATA.

You should read the following selected financial data in conjunction with our consolidated financial
statements and the related notes and “Management’s Discussion and Analysis of Financial Condition
and Results|of Operations” appearing elsewhere in this report. We have derived our statement of
operations data for each of the three years in the period ended December 31, 2003, and our balance
sheet data at December 31, 2002 and 2003, from our financial statements that have been audited by
Ernst & Young LLP, independent auditors, and which we include elsewhere in this report. We have
derived the statement of operations data for the years ended December 31, 1999 and 2000 and the
balance sheet data at December 31, 1999, 2000 and 2001 from our audited financial statements, which

we do not include in this report.

Statement oﬁ Operations Data:
Corporate collaboration revenue
Costs and expenses:

Research and development. .. .............

Sales and marketing
General and administrative

Total costs and expenses . .. .............

Operating in;come (loss)

Gain on assignment of leasehold improvements . . .
Gain on termination of collaboration agreement . .
Interestincome, net . .....................

| .
Income (loss) before income taxes ............
Provision for income taxes. . ................

Netincome (10§} . . .. ..o v v iiin it e

Net income (loss) per share:

Basic........ .. . .
Diluted ........ ... ... . . . ..

Weighted average number of common shares:

Basic...|. ... . .
Diluted .i..... ...

Balance Sheet Data:

Cash, cash equivalents and marketable securities . .
Working capital . . ........ ... ... . . ...

Long-term debt (including current portion) . . . . ..

Total stockholders’ equity

Year Ended December 31,

1999 2000 2001 2002 2003
(in thousands, except per share data)
$ 61,514 § 61,189 § 9907 § 1,029 § —
48,764 85,915 59,416 56,383 41,907
2,601 6,444 8,737 1,837 5,234
3,572 5,285 6,961 9,676 10,006
54,937 97,644 75,114 67,896 57,147
6,577 (36,455) (65,207) (66,867) (57,147)
—_ — 1,499 — —
— — — 16,020 —
4,473 7,819 9,105 4,772 1,349
11,050  (28,636)  (54,603)  (46,075)  (55,798)
1,800 100 — — —
$ 9250 $ (28,736) $ (54,603) $ (46,075) $ (55,798)
$ 151 $ (095 $ (L10) $ (0.89) $ (L.08)
$ 024 $ (095 $ (1.10) $ (0.89) $ (108)
6,106 30,259 49,777 51,678 51,869
37,849 30,259 49,777 51,678 51,869
December 31,
1999 2000 2001 2002 2003
(in thousands)

$ 94,525 §$132207 $ 266216 §$ 195,035 § 143,192
86,220 115,733 229,028 185,523 132,981
140,331 195,571 342,125 268,250 212,478
— 24,000 33,000 33,000 32,627
87,716 146,531 270,696 224,890 169,661
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ITEM 7. MANAGEMENT’S DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION AND
RESULTS OF OPERATIONS.

General

The following discussion and analysis of our financial condition and results of operations should be
read in conjunction with “Selected Financial Data” and our consolidated financial statements and notes
thereto appearing elsewhere in this report. This discussion and analysis contains forward-looking
statements that involve risks, uncertainties and assumptions. Our actual results may differ substantially
from those anticipated in these forward-looking statements.

Overview

Since our inception, we have been engaged in developing drugs for the treatment of a variety of
human diseases. Our lead program is the development of Plenaxis (abarelix for injectable suspension),
a drug for the treatment of diseases that respond to the lowering of certain hormone levels. In
November 2003, the FDA approved Plenaxis for the treatment of the symptoms of men with advanced
prostate cancer for whom other hormonal therapies are not appropriate and who have refused surgical
castration. For safety reasons, Plenaxis was approved with marketing restrictions. Only physicians
enrolled in the PLUS (PLenaxis User Safety) Program may prescribe Plenaxis. We are promoting
Plenaxis in the United States through our own dedicated marketing and sales team.

In June 2003, we initiated the regulatory submission process in the European Union seeking
approval to market Plenaxis for the treatment of a broad population of hormonally responsive prostate
cancer patients. We submitted a marketing authorization application, or MAA, in Germany and,
assuming a favorable action in Germany, plan to seek additional European Union member state
approvals under the Mutual Recognition Procedure, or MRP. We believe that the German review
process will be completed during 2004. We are in discussions with potential partners for the
commercialization of Plenaxis in Europe, as well as for the development and/or commercialization of
Plenaxis in Japan and other areas of the world.

We are conducting clinical trials of Apan, our proprietary drug candidate for the treatment of
Alzheimer’s disease. PPI-2458 is our proprietary compound in development for the potential treatment
of a wide range of cancers, as well as certain autoimmune diseases. During the fourth quarter of 2003,
we initiated a phase I clinical trial to study PPI-2458 in patients with non-Hodgkin’s lymphoma. In
March 2004, the FDA placed this trial on clinical hold. We also have other programs in the research or
preclinical development stage.

Since our inception, we have had no revenues from product sales. Substantially all of our
expenditures to date have been for drug development and commercialization activities and for general
and administrative expenses. In the past, a significant portion of our revenues was received under
collaboration agreements through which we converted the potential value underlying our Plenaxis
program into a stream of upfront, milestone and expense reimbursement payments from corporate
collaborators. In 2001, we regained full ownership of our Plenaxis program and, as a result, all revenues
and ongoing financial obligations under our former collaboration agreements have ended. We had
entered into collaborations with Amgen and Sanofi-Synthélabo to develop and commercialize our
Plenaxis products. In September 2001, Amgen notified us that it was terminating its agreement with us.
In October 2001, Sanofi-Synthélabo notified us that it was terminating its agreement with us. Both
terminations were effective in December 2001. As a result, all of the licenses for Plenaxis granted to
Amgen and Sanofi-Synthélabo under these agreements, and all rights of Amgen and Sanofi-Synthélabo
in the Plenaxis program, have terminated. In 2002, we entered into an agreement relating to the
termination of these collaborations with each of Amgen and Sanofi-Synthélabo.

Due primarily to the costs associated with the commercialization of Plenaxis in the United States,
as well as other research and development and general and administrative expenses, and our lack of
revenues, we had a net operating loss during 2003. Our accumulated deficit as of December 31, 2003
was approximately $186.3 million. We expect to continue to have net operating losses through 2005. We
began selling Plenaxis in the United States in January 2004. Assuming the successful commercialization
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of Plenaxis, partnering of clinical programs at opportune times and continued prudent fiscal
management, we believe that our existing cash and investments will be sufficient for us to execute our
current operating plan and attain profitability by 2006.

The mzfn‘ket for currently available hormonal therapies to treat prostate cancer is approximately
$1.2 billion'in the United States. We believe that the revenue opportunity for Plenaxis, based upon its
approved indication, may represent 15% or more of this market. However, our actual revenues will
depend upon the impact of our risk management program, physician and patient acceptance of Plenaxis
and the overall success of our commercialization efforts.

At December 31, 2003, we had 146 full-time employees, 99 of whom were engaged in research and
development activities, compared to 139 full-time employees at December 31, 2002, 110 of whom were
engaged in|research and development activities.

The termination of our collaboration agreement with Sanofi-Synthélabo became effective as of
December 31, 2001 and we received a final reimbursement payment of approximately $1.0 million
during the second quarter of 2002. Including this payment, we recognized a total of approximately
$24.7 million in non-refundable fees and performance-based payments, and a total of approximately
$11.7 million in reimbursement for ongoing development costs under this agreement.

The termination of our collaboration agreement with Amgen became effective as of December 17,
2001. Under the Amgen agreement, Amgen paid the first $175.0 million of all authorized costs and
expenses associated with the research, development and commercialization of Plenaxis products in the
United States. Amgen’s initial $175.0 million funding commitment was fulfilled during the third quarter
of 2000. Following Amgen’s completion of this funding, we became responsible for one-half of all
subsequent! United States research and development costs for Plenaxis products. Additionally, the
agreement provided that following Amgen’s completion of its $175.0 million funding commitment, we
were required to reimburse Amgen for one-half of the costs associated with establishing a sales and
marketing infrastructure for Plenaxis products in the United States. Through December 31, 2001, we
recognized jan aggregate of approximately $121.7 million of revenues under the Amgen agreement.

On Au“gust 19, 2002, we executed a termination agreement with Amgen. In accordance with this
agreement, we made a final payment to Amgen of $13.0 million. This payment represented full and
complete satisfaction of our share of the expenses incurred under the collaboration agreement, as well
as consideration for the receipt from Amgen of full title to, and possession of, all materials inventory
purchased (:iuring the term of the collaboration. As a result, we recognized a gain of $16.0 million
during the third quarter of 2002.

Critical Accounting Policies

In December 2001, the Securities and Exchange Commission requested that all registrants discuss
their most "critical accounting policies” in Management’s Discussion and Analysis of Financial
Condition and Results of Operations. The Commission indicated that a “critical accounting policy” is
one which is both important to the portrayal of the Company’s financial condition and results and
requires management’s most difficult, subjective or complex judgments, often as a result of the need to
make estimates about the effect of matters that are inherently uncertain. While our significant
accounting policies are more fully described in Note 2 to our consolidated financial statements
appearing elsewhere in this report, we believe the following accounting policies to be critical:

Use of Estimates. 'We prepare our financial statements in accordance with accounting principles
generally accepted in the United States. These principles require that we make estimates and use
assumptions that affect the reporting of our assets and our liabilities as well as the disclosures that we
make regarding assets and liabilities and income and expense that are contingent upon uncertain
factors as of the reporting date. The actual payments, and thus our actual results, could differ from our
estimates. |

Impaifment or Disposal of Long-Lived Assets. Statement of Financial Accounting Standards
No. 144, Accounting for the Impairment or Disposal of Long-Lived Assets, or SFAS No. 144, requires that
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if the sum of the undiscounted future cash flows expected to result from a company’s asset, net of
interest charges, is less than the reported value of the asset, an asset impairment must be recognized in
the financial statements. We evaluate our property, plant and equipment for impairment whenever
indicators of impairment exist. The amount of the impairment to be recognized is calculated by
subtracting the fair value of the asset from the reported value of the asset.

We believe that the application of SFAS No. 144 and the method used to determine the
impairment of our property, plant and equipment involve critical accounting estimates because they are
highly susceptible to change from period to period and because they require management to make
assumptions about future cash flows, including residual values. In addition, we believe that had
alternative assumptions been used the impact of recognizing an impairment on the assets reported on
our balance sheet, as well as our net loss, may have been material.

We reviewed our building for impairment as of December 31, 2003. We have determined that the
undiscounted sum of the expected future cash flows from the building exceeded the recorded value of
the building. As a result, no impairment allowance was required in accordance with SFAS No. 144.

Management has discussed the development, selection and disclosure of these critical accounting
policies with the audit committee of our board of directors.

Results of Operations
Years Ended December 31, 2003 and 2002

Revenues for the year ended December 31, 2003 were zero compared to approximately
$1.0 million in 2002. During 2002 our revenues were comprised of a final reimbursement payment
received in connection with the termination of our agreement with Sanofi-Synthélabo. We expect our
only sources of revenues during 2004 to be from sales of Plenaxis in the United States and potential
payments under foreign Plenaxis collaboration agreements, if consummated. We have previously
forecast Plenaxis product revenues to be in the $10.0 million to $20.0 million range in 2004. We
anticipate that these revenues will be heavily weighted towards the second half of 2004. Qur actual
revenues will depend upon a number of factors, including the impact of our risk management program,
physician and patient acceptance of Plenaxis, the timing of relmbursement coverage and the overall
success of our commercialization efforts.

Research and development expenses for the year ended December 31, 2003 decreased 26% to
approximately $41.9 million, from approximately $56.4 million in 2002. The decrease in expenses
reflects reduced spending in our clinical and preclinical programs. As a result of the resubmission of
the Plenaxis NDA in February 2003, spending on the prostate cancer clinical development program was
reduced significantly. We incurred no direct expenses in connection with our endometriosis program
during 2003 pending a decision regarding further development, and do not expect any additional
spending on this program for the foreseeable future. During the second quarter of 2003, we initiated a
phase Ib clinical trial for Apan and expect to complete this study during the first half of 2004. We
initiated a phase I clinical trial for PPI-2458 in patients with non-Hodgkin’s lymphoma during the
fourth quarter of 2003. In March 2004, the FDA placed this trial on clinical hold. Overall, we expect
our research and development expenses to increase in 2004 and thereafter, primarily due to additional
post-marketing studies for Plenaxis, preclinical and clinical studies for Apan and PPI-2458, and the
expansion of our core technology platform, Direct Select. In addition, we currently have several other
ongoing research and development programs.

While we are generally able to forecast our overall spending on research and development, we are
unable to predict the precise level of spending on individual clinical programs due to the uncertain
nature of clinical development and the potential for future development partnerships. Using industry
estimates, typical drug development programs may last for ten or more years and may cost hundreds of
millions of dollars to complete. As our programs progress, we will assess the possibility of entering into
corporate collaborations to offset a portion of development costs. The ultimate success of our research
and development programs and the impact of these programs on our operations and financial results
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cannot be ac}curately predicted and will depend, in large part, upon the outcome and timing of many
variables outside of our control.

Members of our research and development team typically work on a number of projects
concurrently. In addition, a substantial amount of our fixed costs such as facility depreciation, utilities
and maintenance are shared by our various programs. Accordingly, we have not and do not plan to
specifically 1dent1fy all costs related to each of our research and development programs. We estimate
that during 2003 and 2002, the majority of our research and development expenses were related to
manufacturmg costs, clinical trial costs, salaries and lab supplies related to our prostate cancer,
Alzheimer’s Idisease and non-Hodgkin’s lymphoma programs. The remaining research and development
costs consisted primarily of salaries and lab supplies for our other research programs.

We began our clinical program to develop Plenaxis for the treatment of prostate cancer during
1996. In December 2000, we submitted an NDA to the FDA for Plenaxis for the treatment of
hormonally responsive prostate cancer. However, the FDA raised concerns over the occurrence of
immediate-Qnset, systemic allergic reactions observed in approximately 1.1% of all clinical trial patients
dosed with Plenaxis. In addition, the FDA expressed concern that the effectiveness of Plenaxis in
suppressing testosterone decreased with continued dosing in some patients. In November 2003, the
FDA approved Plenaxis for the palliative treatment of men with advanced symptomatic prostate cancer,
in whom LHRH agonist therapy is not appropriate and who refuse surgical castration, and have one or
more of thelfollowing: (1) risk of neurological compromise due to metastases, (2) ureteral or bladder
outlet obstruction due to local encroachment or metastatic disease, or (3) severe bone pain from
skeletal metastases persisting on narcotic analgesia. Plenaxis is not indicated for use in women or
children. For safety reasons, Plenaxis was approved with marketing restrictions. Only physicians
enrolled in the PLUS Program may prescribe Plenaxis.

In June! 2003, we also submitted an MAA for Plenaxis in Germany. We believe that the German
regulatory authorities will complete their review of our MAA during 2004. Assuming a favorable action,
we plan to subsequently seek further European Union approval for Plenaxis under the MRP to market
Plenaxis for |the treatment of a broad population of hormonally responsive prostate cancer patients. We
are in discussions with potential partners for the commercialization of Plenaxis in Europe, as well as for
the development and/or commercialization of Plenaxis in Japan and other areas of the world. However,
we cannot assure investors that we will be successful in obtaining approval abroad for the
commercialization of Plenaxis for the treatment of any portion of the hormonally responsive prostate
cancer patient population or for any other indication, or that we will be able to enter into collaboration
agreements on favorable terms, if at all.

In 1998 we began our clinical program to develop Plenaxis for the treatment of endometriosis. We
completed a phase II study of Plenaxis for the treatment of pain associated with endometriosis in
March 2002, Analysis of the results of this study indicates that patients treated with Plenaxis
experienced \more bone mineral density loss than those treated with the comparator drug, and that this
loss was dose-related. In order to better understand the bone mineral density loss, during 2002 and
2003 we conducted a pharmacokinetic study of Plenaxis for the treatment of endometriosis to
determine the appropriate dose and dosing schedule necessary to maximize the benefit of the therapy
for patients while minimizing attendant bone mineral density loss. The results of this study will be used
as guidance for potential future clinical studies. We do not currently have any additional endometriosis
studies planned and do not expect to conduct further studies without a corporate partner. Any
additional development in endometriosis would also require consultation with the FDA.

We began our clinical program for Apan in 2000. We have completed a normal volunteer, phase Ia
dose escalation study of Apan and have identified a maximum tolerated dose, or MTD, in healthy
volunteers. During the second quarter of 2003, we initiated a phase Ib trial of Apan in Alzheimer’s
disease patients. In this trial, a single dose of Apan is administered, with the goal of establishing the
MTD in patients. We anticipate completing this study during the first half of 2004. Upon compiletion of
the phase Ib study and, assuming favorable FDA review of the study’s results, we intend to initiate a
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phase Ic trial examining multiple administrations of a selected Apan dose in Alzheimer’s disease
patients.

We initiated our first clinical study for PPI-2458 during the fourth quarter of 2003 in which an oral
formulation of PPI-2458 is being evaluated in non-Hodgkin’s lymphoma patients who are no longer
benefiting from other therapies. In March 2004, the FDA placed this trial on clinical hold until
questions relating to a neuropathological abnormality observed in some of the animals tested in a
recently completed three-month animal safety study have been satisfactorily resolved. The results of this
study were not available at the time that the clinical study was initiated. The FDA has indicated that
we will need to submit a detailed plan in order to address this finding. We intend to further explore
this finding to assess its potential implications and prepare a plan for the FDA. While we intend to
work diligently with the FDA to resolve this issue, we cannot currently predict when the clinical hold
will be released. We intend to continue evaluating the potential utility of PPI-2458 for treating certain
other cancers, as well as certain autoimmune diseases.

Sales and marketing expenses for the year ended December 31, 2003 increased by approximately
$3.4 million to approximately $5.2 million, from approximately $1.8 million in 2002. During 2003, we
incurred increased sales and marketing expenses in preparation for the launch of Plenaxis in the United
States. This was due to increased costs related to pre-commercialization efforts, in particular for market
research, various physician and national meetings, pricing and reimbursement consulting, and sales
force hiring and deployment activities. We promote Plenaxis in the United States through our own
marketing and sales team. With the recent FDA approval of Plenaxis, we expect our sales and
marketing expenses will increase during 2004 and will include expenses relating to the building of a
marketing infrastructure, the cost of our sales force, commissions to the sales force on Plenaxis sales,
and promotional and marketing programs.

General and administrative expenses for the year ended December 31, 2003 increased 3% to
approximately $10.0 million, from approximately $9.7 million in 2002. We expect that general and
administrative expenses will increase slightly during 2004 and thereafter based on normal hiring of
additional administrative personnel to support continued growth of our commercialization initiatives
and our research and development activities.

Net interest income for the year ended December 31, 2003 decreased 72% to approximately
$1.3 million, from approximately $4.8 million in 2002. The decrease in net interest income was due
primarily to lower average cash balances and reduced average interest rates.

The provision for income taxes for the years ended December 31, 2003 and 2002 was zero. We
anticipate that we will continue to be in a net operating loss carryforward position for the next several
years. Therefore, as in 2002, no benefit from our operating losses has been recognized. We account for
income taxes under Statement of Financial Accounting Standards No. 109, Accounting for Income Taxes.
Realization of deferred tax assets is dependent on future earnings, if any, the timing and amount of
which are uncertain. Accordingly, valuation allowances, in amounts equal to the net deferred tax assets
as of December 31, 2003 and 2002, have been established in each period to reflect these uncertainties.

At December 31, 2003, we had federal net operating loss carryforwards of $170.3 million that will
expire in varying amounts through 2023, if not utilized. Utilization of net operating loss and tax credit
carryforwards will be subject to substantial annual limitations under the Internal Revenue Code of
1986, as amended. The annual limitations may result in the expiration of the net operating loss and tax
credit carryforwards before full utilization.

Years Ended December 31, 2002 and 2001

Revenues for the year ended December 31, 2002 decreased to approximately $1.0 million, from
approximately $9.9 million in 2001. The decrease in revenues was the result of the termination during
the fourth quarter of 2001 of our collaboration agreements with Amgen and Sanofi-Synthélabo. During
2001 our revenues were comprised principally of reimbursement revenues under these agreements.
During 2002 our revenues were comprised of a final reimbursement payment received in connection
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with the termination of our agreement with Sanofi-Synthélabo. We will not receive any additional
revenues under these agreements.

Research and development expenses for the year ended December 31, 2002 decreased 5% to
approximately $56.4 million, from approximately $59.4 million in 2001. The slight decrease in expenses
primarily reflects reduced spending in our Plenaxis prostate cancer clinical program and, to a lesser
extent, the lack of spending on our clinical program for Latranal, an in-licensed compound that was in
development|for the treatment of musculoskeletal pain. Development of Latranal was discontinued
during the third quarter of 2001. These decreases were partially offset by increased spending on
preclinical studies related to our experimental drug candidate PPI-2458.

Sales and marketing expenses for the year ended December 31, 2002 decreased 79% to
approximately $1.8 million, from approximately $8.7 million in 2001. During 2001, we incurred
increased sales and marketing expenses in preparation for the potential launch of Plenaxis for the
treatment of hormonally responsive advanced prostate cancer. The subsequent decrease in sales and
marketing expenses was due to the temporary suspension of the majority of marketing efforts resulting
from the repositioning of our prostate cancer program in response to issues raised by the FDA.

Generall and administrative expenses for the year ended December 31, 2002 increased 39% to
approximately $9.7 million, from approximately $7.0 million in 2001. This increase was due primarily to
higher facility-related expenses. In May 2001, we occupied our new, larger facility and began incurring
depreciation|expense and increased utilities, maintenance and tax expenses. In addition, higher
personnel-related operating costs and increased professional services expenses contributed to the
increase in general and administrative expenses. General and administrative expenses for 2002 and
going forward fully reflect these new facility-related expenses.

Net intérest income for the year ended December 31, 2002 decreased 48% to approximately
$4.8 million, from approximately $9.1 million in 2001. The decrease in net interest income was due
primarily to lower average cash balances and reduced average interest rates.

The provision for income taxes for the years ended December 31, 2002 and 2001 was zero. We
anticipate that we will continue to be in a net operating loss carryforward position for the next several
years. Therefore, no benefit from our operating losses in these years has been recognized.

Selected Quarterly Operating Results

The following table sets forth our unaudited statement of operations data for each of the eight
quarters ended December 31, 2003. This information has been derived from our unaudited financial
statements. The unaudited financial statements have been prepared on the same basis as the audited
financial statements appearing in this report and include all adjustments, consisting only of normal
recurring accruals, that we consider necessary for a fair presentation of such information when read in
conjunction;with our annual audited financial statements and notes thereto appearing elsewhere in this
report. Yousshould not draw any conclusions from the operating results for any quarter.

Quarter Ended
Mar. 31, June 30, Sept.30 Dec. 31, Mar.31, June 30, Sept.30, Dec. 31,

2002 2002 2002(1) 2002 2003 2003 2003 2003
: (in thousands, except per share data)
Total revenues . . . ... ..... $ — § 1,029 § — $ — 3 — § — 8 — 3 —
Operating loss . . . ........ (13,890) (15,506) (22,585) (14,886) (11,831) (15,928) (13,093) (16,295)
Netloss ............... (12,686) (14,215)  (5,568) (13,606) (11,415) (15,550) (12,785) (16,048)
Basic and diluted net loss
pershare;............ $ (025 % (027) $ (0.11) 8 (0.26) $§ (022) $ (0.30) $ (0.25) $ (0.31)

(1) In Augﬁst 2002, we executed a termination agreement with Amgen and recognized a gain on termination of
$16.0 million.

We expect to experience significant fluctuations in our quarterly operating results in the future,
and, therefore, we will continue to have difficulty providing an accurate forecast of our quarterly
[
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revenues and operating results. We believe that period-to-period comparisons of our operating results
may not be meaningful, and you should not rely upon them as any indication of future performance.

Operating results in one or more future quarters may be different from the expectations of securities
analysts and investors. In the event that our operating results are lower than expectations, the trading
price of our common stock would likely decline.

Liquidity and Capital Resources

To date, our operations and capital requirements have been financed primarily with the proceeds
of public and private sales of common stock and preferred stock, payments under research and
development partnerships and collaborative agreements, and investment income.

At December 31, 2003, we had cash, cash equivalents and marketable securities of approximately
$143.2 million and working capital of approximately $133.0 million, compared to approximately
$195.0 million and $185.5 million, respectively, at December 31, 2002. We expect our cash, cash
equivalents and marketable securities at December 31, 2004 to range from approximately $60.0 million
to $70.0 million. We believe that our existing cash and investments will be sufficient to meet our
working capital and capital expenditure needs through approximately the end of 2005. Assuming the
successful commercialization of Plenaxis in the United States, partnering of clinical programs at
opportune times and continued prudent fiscal management, we believe that we should have sufficient
financial resources to execute our operating plan and attain profitability by 2006.

For the year ended December 31, 2003, net cash of approximately $50.9 million was used in
operating activities, compared to approximately $69.9 million used in operating activities during 2002.
During the year ended December 31, 2003, our use of cash in operations was due principally to our net
loss of approximately $55.8 million, partially offset by depreciation and amortization. During the year
ended December 31, 2002, our use of cash in operations was due principally to our net loss of
approximately $46.1 million, and our payment of $13.0 million in connection with the Amgen
termination agreement, partially offset by depreciation and amortization. We expect our cash utilization
to increase during 2004 as a result of an overall increase in operating expenses as we continue launch-
related activities for Plenaxis, continue with clinical trials for Apan, continue preclinical and clinical
trials for PPI-2458, and expand our research and development initiatives. We also expect a significant
use of cash in relation to the production of inventory and buildup of accounts receivable related to
Plenaxis. We expect to continue to utilize cash to increase the amount of inventory on hand through
the end of fiscal year 2005 to support commercial sales of Plenaxis. The actual amount of these
expenditures will depend on numerous factors, including the timing of expenses and the timing and
progress of our research, development, marketing and sales efforts.

Net cash provided by investing activities of approximately $73.3 million in 2003 consisted of net
sales of marketable securities of approximately $74.3 million and purchases of property and equipment
of approximately $1.0 million. This compares to net cash used in investing activities of approximately
$10.9 million during 2002. Net cash used in investing activities in 2002 consisted of purchases of
property and equipment of approximately $1.8 million, and net purchases of marketable securities of
approximately $9.1 million.

Our financing activities for the year ended December 31, 2003 consisted of approximately
$0.6 million of proceeds received from the exercise of common stock options and approximately
$0.4 million in principal repayments under our acquisition and construction loan agreement described
below. Our financing activities for the year ended December 31, 2002 consisted of approximately
$1.0 million of proceeds received from the exercise of common stock options.

In July 2000, in connection with the purchase, through our wholly owned real estate subsidiary, of
our corporate headquarters and research facility in Waltham, Massachusetts, the subsidiary entered into
an acquisition and construction loan agreement providing for up to $33.0 million in financing for the
acquisition of, and improvements to, the facility. The loan is secured by the facility, together with all
fixtures, equipment, improvements and other related items, and by all rents, income or profits received
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by our real estate subsidiary, and is unconditionally guaranteed by us. As of December 31, 2003,
approximately $32.6 million was outstanding under the loan agreement. Advances bear interest at a rate
equal to the 30-day LIBOR plus 2.0% (3.12% at December 31, 2003). Principal and interest are
payable monthly in arrears. In July, we exercised the first of two one-year extension options, extending
the maturity date of the loan until July 30, 2004. As a result of this extension, in August 2003 we
started making monthly principal payments on the loan of approximately $62,000, in addition to interest
payments. In connection with this extension, we also entered into an interest rate cap agreement in
order to reduce the potential impact of interest rate increases on future income. During 2004, we
expect to either exercise the second one-year extension option available to us or refinance the debt
instrument for a longer term.

In addition to our long-term debt, we have fixed purchase obligations under various supply
agreements. As of December 31, 2003; our long-term debt and fixed purchase obligations were as
follows:

Payments Due By Period

Less Than 1-3 3-5 After

Contractual Obligations Total 1 Year Years Years 5 Years
i (in thousands)

Long-term debt obligations. . .. .................. $32,627 § 747 $31880 $ — $ —

Unconditional purchase obligations (1) ............. 3,117 1,167 1,300 650 —

Total ... ... P $35,744  $1,914  $33,180 $650 $ —

(1) In January 2004, we agreed with Cambrex Charles City, Inc. to a minimum purchase commitment
of $792,000 for 2004. In addition, based upon the first commercial shipment of Plenaxis made in
January 2004, our minimum annual purchase commitment from Baxter Pharmaceutical Solutions
LLC will increase to $650,000 in 2005. These amounts are reflected in the table above.

At December 31, 2003, we had provided a valuation allowance of $86.5 million for our deferred
tax assets. The valuation allowance represents the value of the deferred tax assets. Due to anticipated
operating losses in the future, we believe that it is more likely than not that we will not realize the net
deferred tax assets in the future and we have provided an appropriate valuation allowance.

Recent Accounting Pronouncements .

On December 31, 2002, the Financial Accounting Standards Board issued Statement of Financial
Accounting Standards No. 148, Accounting for Stock-Based Compensation—Transition and Disclosure, or
SFAS No. 148. SFAS No. 148 amends Statement of Financial Accounting Standards No. 123,
Accounting for Stock-Based Compensation, or SFAS No. 123, to provide alternative methods of
transition to the fair value method of accounting for stock-based employee compensation. SFAS
No. 148 also amends the disclosure provisions of SFAS No. 123 and Accounting Principles Board
Opinion No. 28, Interim Financial Reporting, to include increased pro-forma disclosure of the effects of
stock-based employee compensation on the results of operations. SFAS No. 148 became effective for
fiscal years ending after December 15, 2002. The Company has elected to continue to account for
employee stock-based compensation using the intrinsic value method as described in Accounting
Principles Board Opinion No. 25, Accounting for Stock Issued to Employees, and therefore, the adoption
of SFAS No. 148 did not have a material impact on our consolidated results of operations in 2003.

In January 2003, the Financial Accounting Standards Board issued Financial Accounting Standards
Board Interpretation No. 46, Consolidation of Variable Interest Entities, or FIN No. 46. FIN No. 46 sets
forth the criteria used in determining whether an investment in a variable interest entity, or VIE,
should be consolidated and is based on the general premise that companies that control another entity
through interests other than voting interests should consolidate the controlled entity. We do not have
any VIE’s. A¢cordingly, the implementation of FIN No. 46 will not have any impact on our
consolidated financial statements.




In May 2003, the Financial Accounting Standards Board issued Statement of Financial Accounting
Standards No. 150, Accounting for Certain Financial Instruments with Characteristics of both Liabilities
and Equity, or SFAS No. 150. SFAS No. 150 establishes how a company classifies and measures certain
financial instruments with characteristics of both liabilities and equity, including redeemable convertible
preferred stock. This statement is effective for financial instruments entered into or modified after
May 31, 2003, and is otherwise effective at the beginning of the interim period commencing July 1,
2003, except for mandatory redeemable financial instruments of nonpublic companies. The Financial
Accounting Standards Board has indefinitely deferred implementation of some provisions of SFAS
No. 150. We believe that the adoption of SFAS No. 150 will not have a material impact on our
consolidated financial statements.

Risk Factors that May Affect Future Results

The risks and uncertainties described below are not the only ones we face. Additional risks and uncertainties
not presently known to us or that are currently deemed immaterial may also impair our business, financial
condition and results of operations. If any of these risks actually occur, our business, financial condition
and results of operations could be materially adversely affected.

We have a history of losses and anticipate significant increases in our operating expenses over the next
several years, and we may not be profitable in the future.

We cannot assure you that we will be profitable in the future or, if we attain profitability, that it
will be sustainable. In November 2003, we received FDA approval to market Plenaxis for the treatment
of the symptoms of men with advanced prostate cancer for whom other hormonal therapies are not
appropriate and who have refused surgical castration. All of our other product candidates are in the
research or development stage. Sales of Plenaxis began in January 2004. Prior to the launch of Plenaxis,
we had never marketed or sold any products, and we may not succeed in marketing or selling Plenaxis,
or developing and marketing any product in the future. To date, we have derived substantially all of our
revenues from payments under corporate collaboration and license agreements. We expect to continue
to spend significant amounts to further develop our commercial sales and marketing capabilities,
continue clinical studies and seek regulatory approval for our other product candidates. We also intend
to spend substantial amounts to fund additional research and development for other potential products,
enhance our core technologies, and for general and administrative purposes. As of December 31, 2003,
we had an accumulated deficit of approximately $186.3 million. We expect that our operating expenses
will increase significantly due primarily to increased expenses related to continued commercialization
activities for Plenaxis, as well as the initiation and continuation of studies as part of our other clinical
programs, resulting in significant operating losses at least through 2005. We currently do not expect to
achieve profitability until 2006 at the earliest. Moreover, our ability to attain profitability by 2006 is
dependent on numerous factors, including our ability to successfully commercialize Plenaxis in the
United States, partnering of clinical programs at opportune times and continued prudent fiscal
management. Even if we do become profitable, we cannot assure you that we would be able to sustain
or increase profitability on a quarterly or annual basis.

Our business is dependent on the commercial success of Plenaxis. If Plenaxis fails to achieve market
acceptance, it may never be commercially successful and we may be unable to continue our operations
as planned.

The success of our business is dependent on the successful commercialization of Plenaxis. Plenaxis
is new to the market and may be unfamiliar to members of the medical community and to patients.
Market acceptance will depend largely on our ability to demonstrate, to the oncology and urology
communities in particular, the efficacy and safety of Plenaxis as an alternative to currently marketed
therapies or surgical options. We cannot be certain that Plenaxis will provide benefits considered
adequate by providers of oncology and urology services or that enough providers will use the product
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to ensure its commercial success. Many factors may affect its market acceptance and commercial
success of Plenaxis, including:

* the scope of the patient population and the indication for which Plenaxis was approved;

* the ttjarms of the risk management program required by the FDA in connection with the
approval of Plenaxis;

* the product labeling and product insert required by the FDA,;

* the effectiveness of Plenaxis and the potential side effects, including the risk of immediate-onset
syste@ic allergic reactions, as compared to alternative treatment methods;

* the e“xtent and success of our marketing and sales efforts;

* the cost-effectiveness of Plenaxis and the availability of insurance or other third-party
reimbursement, in particular Medicare, for patients, and the rate of such reimbursement;

* the competitive features of Plenaxis as compared to other products or treatment options,
including the frequency of administration of Plenaxis as compared to other products, and doctor
and patient acceptance of these features; and

 unfavorable publicity concerning Plenaxis or any similar products.

In addition, we must continually submit any labeling, advertising and promotional material to the
FDA for review and pre-approval. There is risk that the FDA will prohibit use of the marketing
material in the form we desire. Unfavorable outcomes resulting from factors such as those identified
above could limit sales of Plenaxis or cause sales of Plenaxis to decline. In those circumstances, we may
have to find|additional sources of funding or scale back or cease operations. If Plenaxis is not
commercially successful, we may be unable to continue our operations as planned.

We may be ﬁnable to establish marketing and sales capabilities necessary to successfully
commercialize Plenaxis or our other potential products.

We have no experience in marketing or selling pharmaceutical products and have limited
marketing and sales resources. To achieve commercial success for Plenaxis, or any other approved
product, we must either develop a marketing and sales force, as well as the infrastructure to support it,
or enter into arrangements with others to market and sell our products. We have determined to
promote Plenaxis in the United States through our own dedicated marketing and sales team. Recruiting
and retaining qualified sales personnel is therefore critical to our success. Competition for skilled
personnel is intense, and we cannot assure you that we will be able to attract and retain a sufficient
number of qualified individuals to successfully launch Plenaxis. Accordingly, we may be unable to
establish marketing, sales and distribution capabilities necessary to commercialize and gain market
acceptance for Plenaxis. :

In addition, establishing the expertise necessary to successfully market and sell Plenaxis, or any
other product, will require a substantial capital investment. Qur ability to make that investment and
also execute our current operating plan and attain profitability by 2006 is dependent on nurmerous
factors, including, as described above, partnering of clinical programs at opportune times and continued
prudent fiscal management. Accordingly, we cannot assure investors that we will have the funds to
successfully commercialize Plenaxis or any other potential product in the United States or elsewhere.

Moreover, Plenaxis competes, and our product candidates in development are likely to compete,
with products of other companies that currently have extensive and well-funded marketing and sales
operations. Because these companies are capable of devoting significantly greater resources to their
marketing and sales efforts, our marketing and sales efforts may not compete successfully against the
efforts of the§e other companies.

|
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We have also announced our intention to market and sell Plenaxis outside of the United States
through one or more marketing partners upon receipt of approval abroad. We have not entered into
any such arrangements and we cannot assure you that we will be able to enter into agreements with
third parties on acceptable terms, if at all. In addition, co-promotion or other marketing arrangements
with third parties to commercialize Plenaxis or any other potential products could significantly limit the
revenues we derive from these products, and these third parties may fail to commercialize Plenaxis or
our other potential products successfully. To the extent we enter into any such agreements, the parties
to those agreements may also market products that compete with our products, further limiting our
potential revenue from product sales.

Alternative treatment options exist and may be more readily available or acceptable to physicians and
patients, which may impair our ability to capture or maintain market share for Plenaxis.

Alternative products and medical treatments exist or are under development to treat advanced
symptomatic prostate cancer. For example, the FDA has approved several drugs for the treatment of
prostate cancer that respond to changes in hormone levels, and there are other treatment alternatives
available, including radiation therapy and surgery. The FDA's approval of Plenaxis is limited to use in a
subset of advanced symptomatic prostate cancer patients, and distribution of Plenaxis will only be made
in accordance with our risk management program, which includes physician enrollment in a prescribing
program and a signed patient consent form regarding the risks and benefits of the therapy. Due to the
potential risk of immediate-onset systemic allergic reactions, physicians must also monitor patients for
30 minutes following the injection of Plenaxis. Prescribing physicians and patients may view these
requirements as burdensome or may recommend or choose to use alternative treatments that are more
readily available or more acceptable to the doctor and/or the patient. If, due to these factors, Plenaxis
does not achieve broad market acceptance as a drug for the treatment of the symptoms of men with
advanced prostate cancer for whom other hormonal therapies are not appropriate and who have
refused surgical castration, we may be unable to continue our operations as planned.

Our potential revenues will diminish if we fail to obtain adequate reimbursement coverage for Plenaxis
or our other product candidates from third-party payors.

The continuing efforts of government and third-party payors to contain or reduce the costs of
health care may limit our commercial opportunity. If government and other third-party payors do not
provide appropriate coverage and adequate reimbursement for Plenaxis or our other product
candidates, physicians may not prescribe them. Additionally, physicians may not prescribe Plenaxis if we
fail to provide adequate education about its benefits and uses. In some foreign markets, pricing and
profitability of prescription pharmaceuticals are subject to government control. In the United States, we
expect that there will continue to be federal and state proposals for similar controls. In addition,
managed care initiatives in the United States will continue to put pressure on the pricing of
pharmaceutical products.

Our ability to earn revenues from Plenaxis, or any other potential product, alone or with
collaborators, may depend in part on the availability and levels of reimbursement from:

» government and health administration authorities, including Medicare and Medicaid;
* private health insurers; and
» other third-party payors.

We cannot predict the availability of coverage or reimbursement for newly approved drugs such as
Plenaxis by Medicare or any other payor. Third-party payors, including Medicare, are increasingly
challenging the prices charged for medical products and services. Government and other third-party
payors increasingly are limiting both coverage and the level of reimbursement for new drugs and, in
some cases, refusing to provide coverage for a patient’s use of an approved drug for purposes not
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approved by the FDA. Third-party insurance coverage may not be available to patients for Plenaxis or
any of our other products.

We may experience pressure to lower the price of Plenaxis or our other potential products because of
new and/or proposed federal legislation.

New federal legislation, enacted in December 2003, has altered the way in which physician-
administered drugs covered by Medicare are reimbursed, generally leading to lower reimbursement
levels. The new legislation has also added an outpatient prescription drug benefit to Medicare, effective
January 2006. In the interim, Congress has established a discount drug card program for Medicare
beneficiaries. Both benefits will be provided primarily through private entities, which will attempt to
negotiate price concessions from pharmaceutical manufacturers. These negotiations may increase
pressures to, lower prices. While the new law specifically prohibits the United States government from
interfering in price negotiations between manufacturers and Medicare drug plan sponsors, some
members ofl Congress are pursuing legislation that would permit the United States government to use
its enormous purchasing power to demand discounts from pharmaceutical companies, thereby creating
de facto price controls on prescription drugs. In addition, the new law contains triggers for
Congressional consideration of cost containment measures for Medicare in the event Medicare cost
increases exceed a certain level. These cost containment measures could include some sorts of
limitations on prescription drug prices.

As Plenaxisiis used commercially, unintended side effects or adverse reactions could occur that could
result in additional regulatory controls and reduced sales.

Duringresearch and development, the use of pharmaceutical products, such as Plenaxis, is limited
principally to clinical trial patients under controlled conditions and under the care of expert physicians.
The widespread commercial use of Plenaxis could produce undesirable or unintended side effects that
have not been evident in our clinical trials. In addition, in patients who take multiple medications, drug
interactionsicould occur that can be difficult to predict. These events, among others, could result in the
imposition of additional regulatory controls that could limit the circumstances under which Plenaxis is
prescribed or even lead to the withdrawal of the product from the market. Due to the occurrence of
immediate-onset systemic allergic reactions in patients treated with Plenaxis during clinical trials,
Plenaxis has been approved under regulations concerning drugs with certain safety profiles, under
which the FDA has established special restrictions to ensure safe use. Post-marketing phase IV studies
are also required to evaluate the incidence of and further characterize such allergic reactions to the
extent they occur. Any violation of these special restrictions or unfavorable findings in the phase IV
studies couljd lead to the imposition of further restrictions or withdrawal of Plenaxis from the market.
If we fail tol develop and maintain our relationships with third-party manufacturers, or if these
manufacturers fail to perform adequately, we may be unable to commercialize Plenaxis or any of our
product candidates.

Our ability to conduct, or continue to conduct, clinical trials and commercialize Plenaxis or other
product candidates, will depend in part on our ability to manufacture, or arrange for third-party
manufacture of, our products on a large scale, at a competitive cost and in accordance with regulatory
requirements. We must establish and maintain a commercial scale formulation and manufacturing
process for each of our potential products for which we seek marketing approval. We or third-party
manufacturers may encounter difficulties with these processes at any time that could result in delays in
clinical trials, regulatory submissions or in the commercialization of potential products.

We have no experience in large-scale product manufacturing, nor do we have the resources or
facilities to manufacture products on a commercial scale. We will continue to rely upon contract
manufacturers to produce Plenaxis and other compounds for later-stage preclinical, clinical and
commercial purposes for a significant period of time. Third-party manufacturers may not be able to
meet our needs as to timing, quantity or quality of materials. If we are unable to contract for a
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sufficient supply of needed materials on acceptable terms, or if we encounter delays or difficulties in
our relationships with manufacturers, our clinical trials may be delayed, thereby preventing or delaying
the submission of product candidates for, or the granting of, regulatory approval and the
commercialization of our potential products. Any such delays may lower our revenues and delay or
prevent our attaining or maintaining profitability.

If the third-party manufacturers upon which we rely fail to meet our needs for clinical or
commercial supply, we may be required to supplement our manufacturing capacity by building our own
manufacturing facilities. This would require substantial expenditures. Also, we would need to hire and
train significant numbers of employees to staff a new facility. If we are required to build our own
facility, we may not be able to develop sufficient manufacturing capacity to produce drug materials for
clinical trials or commercial use.

In addition, we and the third-party manufacturers that we use must continually adhere to current
good manufacturing practice requirements enforced by the FDA through its facilities inspection
program. If our facilities or the facilities of third-party manufacturers cannot pass a pre-approval plant
inspection, the FDA pre-market approval of our product candidates will not be granted. In complying
with these regulations and foreign regulatory requirements, we and any of our third-party
manufacturers will be obligated to expend time, money and effort in production, record-keeping and
quality control to assure that our potential products meet applicable specifications and other
requirements. If we or any of our third-party manufacturers fail to comply with these requirements, we
may be subject to regulatory sanctions, and the facilities could be shut down.

Any of these factors could prevent, or cause delays in, obtaining regulatory approvals for our
potential products, and the manufacturing, marketing or selling of Plenaxis, and could also result in
significantly higher operating expenses.

The loss or failure of any of our third-party manufacturers could substantially delay or impair our
sale or continued sale of Plenaxis.

For each stage of Plenaxis production we have relied, and expect in the near term to continue to
rely, on a single third-party manufacturer, and we currently have not contracted, and in the near term
do not expect to contract, with a second supplier for any of these production stages. Accordingly, the
loss of one or more of these suppliers for any reason, including as a result of fire, terrorism, acts of
God or insolvency or bankruptcy, could result in substantial delays in, or substantially impair our ability
to complete, clinical trials and regulatory submissions or reviews, and could delay or impair
substantially our sale or continued sale of Plenaxis. Such delays or impairment, and the associated costs
and expenses, may lower our potential revenues and delay or prevent our attaining profitability. While
we are evaluating the possibility of a second source of supply at certain stages of Plenaxis production,
the number of qualified alternative suppliers is limited, and we cannot assure investors that we will be
able to locate alternative suppliers or negotiate second supply agreements on reasonable terms.
Furthermore, the process of engineering a new supplier’s facility for the production of Plenaxis and
obtaining the necessary FDA approval of the facility would require substantial lead-time and could be
extremely costly. We cannot assure investors that we will not lose one or more of our suppliers, or that
in such event we would be readily able to continue the commercialization of Plenaxis without
substantial and costly delays.

We are subject to extensive government regulation that increases our costs and could prevent us from
selling Plenaxis or our other potential products.

The development and sale of Plenaxis, and our product candidates, is subject to extensive
regulation by governmental authorities. Obtaining and maintaining regulatory approval typically is costly
and takes many years. Regulatory authorities, most importantly, the FDA, have substantial discretion to
place on clinical hold or terminate clinical trials, delay, withhold or withdraw registration and marketing
approval in the United States, and effectively mandate product recalls. Failure to comply with
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regulatory requirements may result in criminal prosecution, civil penalties, recall or seizure of products,
total or partial suspension of production or injunction, as well as other actions as to Plenaxis, our other
potential products or against us. Outside the United States, we can market a product only if we receive
marketing authorization from the appropriate regulatory authorities. This foreign regulatory approval
process inledes all of the risks associated with the FDA approval process, and may include additional
risks. ‘ :

To gain regulatory approval from the FDA and foreign regulatory authorities for the commercial
sale of any product, we must demonstrate in clinical trials, and satisfy the FDA and foreign regulatory
authorities a}s to, the safety and efficacy of the product. If we develop a product to treat a long-lasting
disease, such as cancer or Alzheimer’s disease, we must gather data over an extended period of time.
There are many risks associated with our clinical trials. For example, we may be unable to achieve the
same level of success in later trials as we did in earlier ones. Additionally, data we obtain from
preclinical and clinical activities are susceptible to varying interpretations that could impede regulatory
approval. Further, some patients in our prostate cancer, Alzheimer’s disease and non-Hodgkin’s
lymphoma programs have a high risk of death, age-related disease or other adverse medical events that
may not be related to our products. These events may affect the statistical analysis of the safety and
efficacy of our products. If we obtain regulatory approval for a product, the approval will be limited to
those diseases for which our clinical trials demonstrate the product is safe and effective.

In addition, many factors could delay or result in termination of our ongoing or future clinical
trials. For example, results from ongoing preclinical studies or analyses could raise concerns over the
safety or efficacy of a product candidate. The FDA recently placed our phase I clinical trial of
PPI-2458 oniclinical hold due to a neuropathological abnormality observed in some of the animals
tested in a recently completed three-month animal safety study. The FDA has indicated that we will
need to submit a detailed plan in order to address this finding. We intend to further explore this
finding to assess its potential implications and prepare a plan for the FDA. While we intend to work
diligently with the FDA to resolve this issue, we cannot currently predict when the clinical hold will be
released. A clinical trial may also experience slow patient enrollment or lack of sufficient drug supplies.
Patients may experience adverse medical events or side effects, and there may be a real or perceived
lack of effectiveness of, or of safety issues associated with, the drug we are testing. Future
governmental action or existing or changes in FDA policies or precedents, may also result in delays or
rejection of an application for marketing approval. The FDA has considerable discretion in determining
whether to grant marketing approval for a drug, and may delay or deny approval even in circumstances
where the applicant’s clinical trials have proceeded in compliance with FDA procedures and regulations
and have met the established end-points of the trials. Challenges to FDA determinations are generally
time-consuming and costly, and rarely, if ever succeed. In November 2003, we received FDA approval
to market Plenaxis in the United States. We can give no assurance that we will obtain marketing
approval for any of our other product candidates. '

Any regulatory approval may be conditioned upon significant labeling requirements and, as in the
case of the FDA approval of Plenaxis, marketing restrictions and post-marketing study commitments.
Such labeling and marketing restrictions could materially adversely affect the marketability or value of
a product, including Plenaxis, resulting in decreased sales. In such a case, we may have insufficient
funds to continue operations as currently planned.

In addition, even after regulatory approval is obtained, our Company, product and the
manufacturing facilities for our product will be subject to continual review and periodic inspection.
Later discovery of previously unknown problems with a product, manufacturer or facility may result in
restrictions oh the product, the manufacturer or us, including withdrawal of the product from the
market. The FDA stringently applies regulatory standards. Our manufacturing facilities will also be
subject to FDA inspections for adherence to good manufacturing practices prior to marketing clearance
and periodically during the manufacturing process. Failure to comply can, among other things, result in
fines, denial or withdrawal of regulatory approvals, product recalls or seizures, operating restrictions,
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injunctions and criminal prosecution. If there are any modifications to a product, further regulatory
approval will be required.

For safety reasons, Plenaxis was approved by the FDA with a comprehensive risk management
program. This program includes educational outreach to patients and physicians regarding the risks and
benefits of Plenaxis, restricted distribution of the product only to physicians enrolled in a prescribing
registry, a system for collecting and reporting adverse events to the FDA and auditing requirements to
evaluate the effectiveness of the program. We are also required to conduct several phase IV studies to
evaluate the risk management program and the appropriate use of the drug in the indicated population.
Under the regulations under which Plenaxis was approved, the FDA has the authority to pre-approve
all promotional materials and has available to it an expedited market withdrawal procedure if issues
arise regarding the safe use of Plenaxis. If approval for Plenaxis is withdrawn, we will not be able to
sell Plenaxis and may have insufficient funds to continue operations as currently planned.

If we are unable to maintain FDA approval, or to obtain any foreign regulatory approval for
Plenaxis, or to obtain or maintain regulatory approval to market our other potential products, we may
exhaust our available resources significantly sooner than we had planned. If this were to happen, we
would need to either raise additional funds or seek partners to continue our currently planned research
and development programs. We cannot assure you that we would be able to raise the necessary funds
or negotiate additional corporate collaborations on acceptable terms, if at all.

We rely upon a limited number of pharmaceutical specialty distributors that could impact the ability
to sell Plenaxis.

In the United States, we rely upon a limited number of specialty distributors to deliver Plenaxis to
physicians and hospital pharmacies. There are a relatively small number of specialty distributors and
wholesalers who provide such services. These distributors must also distribute Plenaxis only to
physicians and hospital pharmacists enrolled in our risk management program. There can be no
assurances that these distributors will adequately provide their services to either the end users or to the
Company.

Because we depend on third parties to conduct laboratory testing and human clinical studies and
assist us with regulatory compliance, we may encounter delays in product development and
commercialization.

We have contracts with a limited number of research organizations to design and conduct our
laboratory testing and human clinical studies. If we cannot contract for testing activities on acceptable
terms, or at all, we may not complete our product development efforts in a timely manner. To the
extent we rely on third parties for laboratory testing and human clinical studies, we may lose some
control over these activities. For example, third parties may not complete testing activities on schedule
or when we request them to do so. In addition, these third parties may conduct our clinical trials in a
manner inconsistent with regulatory requirements or otherwise in a manner that yields misleading or
unreliable data. This, or other failures of these third parties to carry out their duties, could result in
significant additional costs and expenses and could delay or prevent the development and
commercialization of our product candidates.

Many of our competitors have substantially greater resources than we do and may be able to develop
and commercialize products that make our potential products and technologies obsolete or
non-competitive,

A biopharmaceutical company such as ours must keep pace with rapid technological change and
faces intense competition. We compete with biotechnology and pharmaceutical companies for funding,
access to new technology, research personnel and in product research and development. Many of these
companies have greater financial resources and more experience than we do in developing drugs,
obtaining regulatory approvals, manufacturing, marketing and sales. We also face competition from

37




academic and research institutions and government agencies pursuing alternatives to our products and
technologies. We expect that Plenaxis, and all of our products under development, will face intense
competition from existing or future drugs and other medical treatments. In addition, for each of our
product candidates, we may face increasing competition from generic formulations or existing drugs
whose activé; components are no longer covered by patents.

Our coﬂpetitors may:
* successfully identify drug candidates or develop products earlier than we do;
. obtaih approvals from the FDA or foreign regulatory bodies more rapidly than we do;

* develop products that are more effective, have fewer side effects or cost less than our products;
or

. succéssfully market and sell products that compete with our products.

The suécess of our competitors in any of these efforts would adversely affect our ability to promote
Plenaxis and to develop and commercialize our product candidates, and to ultimately attain and
maintain profitability.

If we are unj‘able to obtain and enforce valid patents, we could lose any competitive advantage we may

have, 1

Our success will depend in part on our ability to obtain patents and maintain adequate protection
of our technologies and potential products. If we do not adequately protect our intellectual property,
competitors imay be able to use our technologies and erode any competitive advantage we may have.
For example, if we lose our patent protection for Plenaxis, another party could produce and market the
compound in direct competition with us. Some foreign countries lack rules and methods for defending
intellectual Ibroperty rights and do not protect proprietary rights to the same extent as the United
States. Many companies have had difficulty protecting their proprietary rights in foreign countries.

Patent positions are sometimes uncertain and usually involve complex legal and factual questions.
We can protect our proprietary rights from unauthorized use by third parties only to the extent that our
proprietary technologies are covered by valid and enforceable patents or are effectively maintained as
trade secrets. We currently own or have exclusively licensed 27 issued United States patents. We have
applied, and!will continue to apply, for patents covering both our technologies and products as we
deem appropriate. Others may challenge our patent applications or our patent applications may not
result in issued patents. Moreover, any issued patents on our own inventions, or those licensed from
third parties| may not provide us with adequate protection, or others may challenge the validity of, or
seek to narrow or circumvent, these patents. Third-party patents may impair or block our ability to
conduct our |business. Additionally, third parties may independently develop products similar to our
products, duplicate our unpatented products, or design around any patented products we develop.

If we are unable to protect our trade secrets and proprietary information, we could lose any
competitive advantage we may have.

In addition to patents, we rely on a combination of trade secrets, confidentiality, nondisclosure and
other contractual provisions, and security measures to protect our confidential and proprietary
information. These measures may not adequately protect our trade secrets or other proprietary
information.'If these measures do not adequately protect our rights, third parties could use our
technology, and we could lose any competitive advantage we may have. In addition, others may
independently develop similar proprietary information or techniques, which could impair any
competitive advantage we may have.

|
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If our technologies, processes or products conflict with the patents or other intellectual property rights
of competitors, universities or others, we could have to engage in costly litigation and be unable to
commercialize those products,

Our technologies, processes, product or product candidates may give rise to claims that they
infringe patents or other intellectual property rights of third parties. A third party could force us to pay
damages, stop our use of these technologies or processes, or stop our manufacturing or marketing of
the affected products by bringing a legal action against us for infringement. In addition, we could be
required to obtain a license to continue to use the technologies or processes or to manufacture or
market the affected products, and we may not be able to do so on acceptable terms or at all. We
believe that significant litigation will continue in our industry regarding patent and other intellectual
property rights. If we become involved in litigation, it could consume a substantial portion of our
resources. Even if legal actions were meritless, defending a lawsuit could take significant time, be
expensive and divert management’s attention from other business concerns.

If third parties terminate our licenses, we could experience delays or be unable to complete the
development and commercialization of our potential products.

We license some of our technology from third parties. Termination of our licenses could force us
to delay or discontinue some of our development and commercialization programs. For example, if
Advanced Research and Technology Institute, Inc., the assignee of Indiana University Foundation,
terminated our license with them, we could have to discontinue the commercialization of Plenaxis. We
cannot assure you that we would be able to license substitute technology in the future. Our inability to
do so could impair our ability to conduct our business because we may lack the technology, or the
necessary rights to technology, required to develop and commercialize our potential products.

We may have substantial exposure to product liability claims and may not have adequate insurance to
cover those claims.

The administration of drugs to humans, whether in clinical trials or commercially, can result in
product liability claims whether or not the drugs are actually at fault for causing an injury. As Plenaxis
is used more widely, the likelihood of an adverse drug reaction (both expected or unexpected) or
unintended side effect will increase. Furthermore, Plenaxis or our product candidates may cause, or
may appear to have caused, adverse side effects (including death) or potentially dangerous drug
interactions that we may not learn about or understand fully until the drug has been administered to
patients for some time.

Product liability claims can be expensive to defend and may result in large judgments or
settlements against us, which could have a negative effect on our financial performance. The costs of
product liability insurance have increased dramatically in recent years, and the availability of coverage
has decreased. Although the Company carries insurance that it regards as reasonably adequate to
protect it from potential claims, there can be no assurance that the Company will be able to maintain
its current product liability insurance at a reasonable cost, or at all. Our collaboration agreements with
Amgen and Sanofi-Synthélabo included, and the agreements with them regarding the termination of
those collaborations also include, an indemnification of them for liabilities associated with the
development and commercialization of Plenaxis. If a third party, including a former collaborator,
successfully sues us for any injury, or for indemnification for losses, there is no guarantee that the
amount of the claim would not exceed the limit of the Company’s insurance coverage. Further, a
successful claim could result in the recall of Plenaxis, or could reduce revenues from sales of Plenaxis.
Even if a product liability claim is not successful, the adverse publicity and time and expense of
defending such a claim may interfere with our business.
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Pharmaceutical companies have been the target of lawsuits and investigations and there is no
assurance that if we were to be involved in any such lawsuits or investigation, that our defense would
be successful.

Pharmaceutical companies have been the target of lawsuits and investigations including, in
particular, ¢laims asserting violations of the Federal False Claim Act, Anti-Kickback Act, the
Prescr1pt1on Drug Marketing Act or other violations in connection with Medicare and/or Medicaid
relmbursement and claims under state laws, including state anti-kickback and fraud laws. Public
companies may also be the subject of certain other types of claims, including those asserting violations
of securities laws or related to environmental matters. There is no assurance that if we were to be
involved in lany such lawsuits or investigation, that we would be successful in defending ourselves or in
asserting our rights.

If we lose our key personnel or are unable to attract and retain additional skilled personnel, we may
be unable tb pursue our product development and commercialization efforts.

We depend substantially on the principal members of our management and scientific staff,
including Malcolm L. Gefter, Ph.D., our Chief Executive Officer and Chairman of the Board, and
William K. Heiden, our President and Chief Operating Officer. We do not have employment
agreements/with any of our executive officers. Any officer or employee can terminate his or her
relationship with us at any time and work for one of our competitors. The loss of these key individuals
could result in competitive harm because we could experience delays in our product research,
development and commercialization efforts without their expertise.

Recruiting and retaining qualified scientific personnel to perform future research and development
work also will be critical to our success. Competition for skilled personnel is intense and the turnover
rate can be high. We compete with numerous companies and academic and other research institutions
for experienced scientists. This competition may limit our ability to recruit and retain qualified
personnel on acceptable terms. Failure to attract and retain qualified personnel would prevent us from
continuing to develop our potential products, enhancing our technologies and launching our products
commercially. Our planned activities will require the addition of new personnel, including management
and marketing and sales personnel, and the development of additional expertise by existing
management personnel, in particular in the area of product marketing and sales. The inability to attract
and retain these people or to develop this expertise could prevent, or result in delays in, the marketing
and sale of Plenaxis or the research, development and commercialization of our product candidates.

We use hazardous chemicals and radioactive and biological materials in our business and any claims
relating to the handling, storage or disposal of these materials could be time consuming and costly.

Our research and development processes involve the controlled use of hazardous materials,
including chemicals and radioactive and biological materials, which may pose health risks. For example,
the health risks associated with accidental exposure to Plenaxis include temporary impotence or
infertility and harmful effects on pregnant women. Our operations also produce hazardous waste
products. We cannot completely eliminate the risk of accidental contamination or discharge from
hazardous materials and any resultant injury. Federal, state and local laws and regulations govern the
use, manufacture, storage, handling and disposal of hazardous materials. Compliance with health and
safety and environmental laws and regulations is necessary and expensive. Current or future health and
safety and environmental regulations may impair our research, development or production efforts. We
may be required to pay fines, penalties or damages in the event of noncompliance or the exposure of
individuals to hazardous materials.

From time to time, third-parties have also worked with hazardous materials in connection with our
agreements with them. We have agreed to indemnify our present and former collaborators in some
circumstances against damages and other liabilities arising out of development activities or products
produced 1nwconnect10n with these collaborations.
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The market price of our common stock may experience extreme price and volume fluctuations.

The market price of our common stock may fluctuate substantially due to a variety of factors,
including, but not limited to:

* our ability to successfully commercialize Plenaxis in the United States;

* failure or delay by third-party manufacturers in performing their supply obligations or disputes
or litigation regarding those obligations;

* the availability of reimbursement coverage for Plenaxis and changes in the reimbursement
policies of third-party insurance companies or government agencies;

* our ability to enter into foreign corporate collaborations for Plenaxis, or United States or foreign
corporate collaborations for our other product candidates, and the timing and terms of such
collaborations;

* the success rate of our discovery efforts and clinical trials;

* announcement of FDA approval or disapproval of any of our product candidates, or of
associated labeling requirements;

¢ announcements of technological innovations or new products by us or our competitors;

* developments or disputes concerning pafents or proprietary rights, including claims of
infringement, interference or litigation against us or our licensors;

* announcements concerning our competitors, or the biotechnology or pharmaceutical industry in
general,

* public concerns as to the safety of Plenaxis or our competitors’ products;

* changes in government regulation of the pharmaceutical or medical industry;
* actual or anticipated fluctuations in our operating results;

* changes in financial estimates or recommendations by securities analysts;

* sales of large blocks of our common stock;

* changes in accounting principles; and

* the loss of any of our key scientific or management personnel.

In addition, the stock market has experienced extreme price and volume fluctuations. The market
prices of the securities of biotechnology companies, particularly companies like ours without current
product revenues and earnings, have been highly volatile, and may continue to be highly volatile in the
future. This volatility has often been unrelated to the operating performance of particular companies.
In the past, securities class action litigation has often been brought against companies that experience
volatility in the market price of their securities. Whether or not meritorious, litigation brought against
us could result in substantial costs and a diversion of management’s attention and resources.

We expect that our quarterly results of operations will fluctuate, and this fluctuation could cause our
stock price to decline.

Our quarterly operating results have fluctuated in the past and are likely to do so in the future.
These fluctuations could cause our stock price to decline. Some of the factors that could cause our
operating results to fluctuate include:

* expected or unexpected fluctuations in Plenaxis revenues;

* the timing and level of expenses related to the commercialization of Plenaxis;
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* the'timing and level of expenses related to our other research and clinical development
programs; and

* the 'timing of our commercialization of other products resulting in revenues.

Due to the possibility of fluctuations in our revenues and expenses, we believe that
quarter-to-quarter comparisons of our operating results are not a good indication of our future
performance.

If we engage in an acquisition, we will incur a variety of costs and may never realize the anticipated
benefits of the acquisition.

If appropriate opportunities become available, we may attempt to acquire businesses, or acquire or
in-license products or technologies, that we believe are a strategic fit with our business. We currently
have no commitments or agreements for any acquisitions. If we do undertake any transaction of this
sort, the process of integrating an acquired business, or an acquired or in-licensed product or
technology, may result in unforeseen operating difficulties and expenditures and may absorb significant
management attention that would otherwise be available for the ongoing development of our business.
Moreover, we may fail to realize the anticipated benefits of any transaction of this sort. To the extent
we issue stock in a transaction, the ownership interest of our stockholders will be diluted. Transactions
of this kind could also cause us to incur debt, expose us to future liabilities and result in expenses
related to goodwill and other intangible assets.

Anti-takeover provisions in our charter and by-laws, our rights agreement and certain provisions of
Delaware law may make an acquisition of us more difficult, even if an acquisition would be beneficial
to our stockholders.

Provisions in our certificate of incorporation and by-laws may delay or prevent an acquisition of us
ora change in our management. Also, because we are incorporated in Delaware, we are governed by
the provisions of Section 203 of the Delaware General Corporation Law, which may prohibit or delay
large stockholders, in particular those owning 15% or more of our outstanding voting stock, from
merging or combining with us. In addition, the rights issued under our rights agreement may be a
substantiall deterrent to a person acquiring 10% or more of our common stock without the approval of
our board of directors. These provisions in our charter and by-laws, rights agreement and under
Delaware law could reduce the price that investors might be willing to pay for shares of our common
stock in the future and result in the market price being lower than it would be without these provisions.

ITEM 7A.. QUANTITATIVE AND QUALITATIVE DISCLOSURES ABOUT MARKET RISK.

The prlmary objective of our investment activities is to preserve principal while at the same time
maximizing the income we receive from our investments without significantly increasing risk. We have
not entered into any instruments for trading purposes. Some of the securities that we invest in may
have market risk. This means that an increase in prevailing interest rates may cause the principal
amount of'the investment to decrease. To minimize this risk in the future, we maintain our portfolio of
cash equivalents and short-term investments in a variety of securities, including commercial paper,
money market funds and government and non-government debt securities. An immediate hypothetical
100 basis point increase in interest rates would have resulted in an approximate $0.3 million decrease in
the fair value of our investments as of December 31, 2003. The same hypothetical increase in interest
rates as of December 31, 2002 would have resulted in an approximate $0.8 million decrease in the fair
value of our investments. Due to the conservative nature of our investments and relatively short
duration, interest rate risk is mitigated. As of December 31, 2003, approximately 71% of our total
portfolio will mature in one year or less, with the remainder maturing in less than three years.

In connection with the purchase of our new facility in July 2000, our wholly owned real estate
subsidiary executed an acquisition and construction loan agreement that provides for up to
$33.0 million in borrowings at a floating interest rate indexed to 30-day LIBOR. Concurrent with that
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transaction, the subsidiary also entered into an interest rate cap agreement which limits exposure to
interest rate increases above a certain threshold. Due to the decrease in interest rates since we entered
into this interest rate cap, we currently do not believe that there is material interest rate risk exposure
with respect to the loan agreement. In addition, we believe that we have mitigated our risk relating to
significant adverse fluctuations in interest rates with respect to borrowings under the loan agreement,
and we do not believe that a 10% change in interest rates would have a material impact on our results
of operations or cash flows.

ITEM 8. FINANCIAL STATEMENTS AND SUPPLEMENTARY DATA.

The financial statements required by this Item are included on pages F-1 through F-18 of this
report. The supplementary financial information required by this Item is included in the section of this
report captioned ‘“Management’s Discussion and Analysis of Financial Condition and Results of
Operations,” under the heading “Selected Quarterly Operating Results.”

ITEM 9. CHANGES IN AND DISAGREEMENTS WITH ACCOUNTANTS ON ACCOUNTING AND
FINANCIAL DISCLOSURE.

Not applicable.

ITEM 9A. CONTROLS AND PROCEDURES
(a) Evaluation of Disclosure Controls and Procedures.

The Company’s management, with the participation of our chief executive officer and chief
financial officer, has evaluated the effectiveness of the Company’s disclosure controls and procedures
(as such term is defined in Rules 13a-15(e) and 15d-15(e) under the Securities Exchange Act of 1934,
as amended (the “Exchange Act”)) as of the end of the period covered by this report. Based on such
evaluation, the Company’s chief executive officer and chief financial officer have concluded that, as of
the end of such period, the Company’s disclosure controls and procedures are effective to provide
reasonable assurance that information required to be disclosed by us in reports that we file or submit
under the Exchange Act is recorded, processed, summarized and reported within the time periods
specified in applicable SEC rules and forms.

(b) Internal Control Over Financial Reporting.

There have not been any changes in the Company’s internal control over financial reporting (as
such term is defined in Rules 13a-15(f) and 15d-15(f) under the Exchange Act) during the quarter
ended December 31, 2003 that have materially affected, or are reasonably likely to materially affect, the
Company’s internal control over financial reporting.
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| PART III
ITEM 10. | DIRECTORS AND EXECUTIVE OFFICERS OF THE REGISTRANT.

|

Informjation required by this [tem with respect to our code of ethics can be found in Item 1 of this
report under the heading “Available Information.” Information required by this Item with respect to
directors, executive officers, the Company’s audit committee and compliance with Section 16(a) of the
Securities Act of 1934, as amended, may be found in the sections captioned “Nominees for Election to
the Board of Directors,” “Executive Officers Who Are Not Directors,” “Board Actions; Committees of
the Board of Directors—Audit Committee” and “Section 16(a) Beneficial Ownership Reporting
Compliance” appearing in our definitive Proxy Statement to be delivered to stockholders in connection
with the Annual Meeting of Stockholders expected to be held on May 13, 2004. Such information is
incorporated herein by reference.

ITEM 11. ' EXECUTIVE COMPENSATION.

Information required by this Item may be found in the sections captioned “Director
Compensation,” “Executive Compensation and Other Information,” “Compensation Committee
Interlocks and Insider Participation,” “Compensation Committee Report on Executive Compensation”
and “Stockholder Return Performance Presentation” appearing in our definitive Proxy Statement to be
delivered to stockholders in connection with the Annual Meeting of Stockholders expected to be held
on May 13, 2004. Such information is incorporated herein by reference.

ITEM 12, | SECURITY OWNERSHIP OF CERTAIN BENEFICIAL OWNERS AND MANAGEMENT
iAND RELATED STOCKHOLDER MATTERS.

Informiation required by this Item may be found in the sections captioned “Stock Ownership of
Certain Beneficial Owners and Management” and “Equity Compensation Plan Information” appearing
in our defibitive Proxy Statement to be delivered to stockholders in connection with the Annual
Meeting ofl Stockholders expected to be held on May 13, 2004. Such information is incorporated herein
by reference.

ITEM 13. | CERTAIN RELATIONSHIPS AND RELATED TRANSACTIONS.

Information required by this Item may be found in the section captioned “Certain Relationships
and Related Transactions” appearing in our definitive Proxy Statement to be delivered to stockholders
in connection with the Annual Meeting of Stockholders expected to be held on May 13, 2004. Such
information is incorporated herein by reference.

ITEM 14. PRINCIPAL ACCOUNTING FEES AND SERVICES.

Inforrﬁation required by this Item may be found in the section captioned “Independent Auditor
Fees” appearing in our definitive Proxy Statement to be delivered to stockholders in connection with
the Annual Meeting of Stockholders expected to be held on May 13, 2004. Such information is
incorporated herein by reference.

ITEM 15. ' EXHIBITS, FINANCIAL STATEMENT SCHEDULES AND REPORTS ON FORM 8-K.

(a) 1. Financial Statements

The firjlancials statements filed as part of this report are listed on the Index to Consolidated
Financial %tatements located on page F-1, which immediately follows the signature page of this report.
|




2. Financial Statement Schedules

All schedules for which provision is made in the applicable accounting regulations of the Securities
and Exchange Commission are not required under the related instructions or are inapplicable and
therefore have been omitted.

3. Exhibits
Exhibit No. Exhibit

3.1 Amended and Restated Certificate of Incorporation (2)

3.2 Third Amended and Restated By-Laws (11)

4.1 Specimen certificate representing shares of common stock (1)

4.2 Specimen certificate representing shares of common stock (including Rights Agreement
Legend) (5)

4.3 Rights Agreement between PRAECIS and American Stock Transfer & Trust Company, as
Rights Agent (6)

4.4 Form of Certificate of Designations of Series A Junlor Part1c1pat1ng Preferred Stock
(attached as Exhibit A to the Rights Agreement filed as Exhibit 4.3 hereto) (6)

4.5 Form of Rights Certificate (attached as Exhibit B to the nghts Agreement filed as Exhibit
4.3 hereto) (6)

10.1* Second Amended and Restated 1995 Stock Plan (3)

10.2* Amendment No. 1 to the Second Amended and Restated 1995 Stock Plan (8)

10.3* Executive Management Bonus Plan, as amended and restated as of September 12, 2002
(10)

10.4* Amended and Restated Employee Stock Purchase Plan (12)

10.5% Management Incentive Program (11)

10.6* Amended and Restated Stockholders Agreement dated as of April 30, 1998 by and among
PRAECIS and certain stockholders referred to therein, as amended by Amendment No. 1
dated as of May 14, 1998, Amendment No. 2 dated as of July 21, 1998 and Amendment
No. 3 dated as of January 31, 2000 (1)

10.7* Amendment No. 4 dated as of September 1, 2000 to Amended and Restated Stockholders
Agreement dated as of April 30, 1998 by and among PRAECIS and certain stockholders
referred to therein, as amended (4)

10.8* Letter Agreement dated as of May 9, 2002 between PRAECIS and William K. Heiden (9)

10.9* Promissory Note dated May 16, 2002 executed by W1111am K. Heiden in favor of PRAECIS
9)

10.10* Letter Agreement dated as of May 9, 2002 between PRAECIS and Malcolm L. Gefter,
Ph.D. (9)

10.11* Letter Agreement dated as of May 9, 2002 between PRAECIS and Kevin F. McLaughlin
®

10.12* Letter Agreement dated as of May 9, 2002 between PRAECIS and Marc B. Garnick, M.D.
©)

10.13% License Agreement effective as of October 17, 1996 by and between PRAECIS and Indiana
University Foundation, as amended as of June 3, 1998 (1)

10.14% Supply Agreement dated as of July 23, 1998 by and between PRAECIS and Salsbury
Chemicals, Inc. (1)

10.15% Development and Supply Agreement effective as of June 21, 2000 by and between UCB

S.A. and Amgen Inc., as amended by Amendment No. 1 thereto dated as of March 26,
2002 (together with the Assignment of Development and Supply Agreement entered into
January 18, 2002 and effective as of December 17, 2001 by and between Amgen Inc. and
PRAECIS) (7)
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Exhibit No. | Exhibit

10.16% Commercial Supply Agreement dated December 4, 2002 and effective as of June 1, 2002 by
- and between Baxter Pharmaceutical Solutions LLC and PRAECIS (11)

10.17 - Termination Agreement dated as of August 19, 2002 by and between PRAECIS and Amgen
“Inc. (10)

10.18 . Contract of Sale dated as of January 14, 2000 by and between Best Property Fund, L.P. and
i PRAECIS, as amended as of February 7, 2000 (1)

10.19 - Acquisition and Construction Loan Agreement dated as of July 11, 2000 between 830

Winter Street LLC and Anglo Irish Bank Corporation plc and related Loan and Security

i Agreements (3)

10.20 ; Guaranty of Costs and Completion dated as of July 11, 2000 (3)

10.21 ' Guaranty of Non-Recourse Exceptions dated as of July 11, 2000 (3)

10.22 . Environmental Compliance and Indemnity Agreement dated as of July 11, 2000 executed
by 830 Winter Street LLC and PRAECIS (3)

10.23 Lease Agreement dated as of July 11, 2000 between 830 Winter Street LLC, as landlord,
- and PRAECIS, as tenant (3)

21.1 List of Subsidiaries of PRAECIS

23.1 : Consent of Ernst & Young LLP, Independent Auditors

241 . Power of Attorney (included on the signature page of this Report on Form 10-K)

31.1 Certification of Chief Executive Officer

31.2 + Certification of Chief Financial Officer

321 i Certification of Chief Executive Officer pursuant to 18 U.S.C. Section 1350, as Adopted
- Pursuant to Section 906 of the Sarbanes-Oxley Act of 2002

322 Certification of Chief Financial Officer pursuant to 18 U.S.C. Section 1350, as Adopted

. Pursuant to Section 906 of the Sarbanes-Oxley Act of 2002

* Represents a management contract or compensatory plan or arrangement.

(1) Incorporated by reference to Registration Statement on Form S-1 (Registration No. 333-96351)
initially filed with the Securities and Exchange Commission on February 8, 2000 and declared
effective on April 26, 2000.

(2) Incorporated by reference to Quarterly Report on Form 10-Q for the quarter ended March 31,
2000 filed with the Securities and Exchange Commission on June 7, 2000.

3) Incorf)orated by reference to Quarterly Report on Form 10-Q for the quarter ended June 30, 2000
filed with the Securities and Exchange Commission on August 14, 2000.

()] Incorf)orated by reference to Quarterly Report on Form 10-Q for the quarter ended
September 30, 2000 filed with the Securities and Exchange Commission on November 13, 2000.

5) Incorporated by reference to Registration Statement on Form S-1 (Registration No. 333-54342)
initially filed with the Securities and Exchange Commission on January 26, 2001 and declared
effective on February 14, 2001.

(6) Incorporated by reference to Registration Statement on Form 8-A filed with the Securities and
~ Exchange Commission on January 26, 2001.

(7) Incorﬁorated by reference to Quarterly Report on Form 10-Q for the quarter ended March 31,
2002 filed with the Securities and Exchange Commission on May §, 2002.

(8) Incorf;orated by reference to Registration Statement on Form S-8 (Registration No. 333-90734)
filed with the Securities and Exchange Commission on June 18, 2002.

(9) Incorporated by reference to Quarterly Report on Form 10-Q for the quarter ended June 30, 2002
filed with the Securities and Exchange Commission on August 12, 2002.
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(10) Incorporated by reference to Quarterly Report on Form 10-Q for the quarter ended
September 30, 2002 filed with the Securities and Exchange Commission on November 13, 2002.

(11) Incorporated by reference to Annual Report on Form 10-K for the year ended December 31, 2002
filed with the Securities and Exchange Commission on March 19, 2003.

(12) Incorporated by reference to Registration Statement on Form S-8 (Registration No. 333-106012)
filed with the Securities and Exchange Commission on June 11, 2003.

T Confidential treatment has been granted for certain portions of this exhibit. Omitted portions have
been filed separately with the Securities and Exchange Commission.
{(b) Reports on Form 8-K.

On October 24, 2003, we furnished a Current Report on Form 8-K to furnish under Item 12
(Results of Operations and Financial Condition) a copy of our Press Release dated October 24, 2003.

On November 19, 2003, we furnished a Current Report on Form 8-K to furnish under Item 9
(Regulation FD Disclosure) a copy of our Press Release dated November 19, 2003.

On November 26, 2003, we furnished a Current Report on Form 8-K to furnish under Item 9
(Regulation FD Disclosure) a copy of our Press Release dated November 26, 2003.

On December 10, 2003, we furnished a Current Report on Form 8-K to furnish under Item 9
{(Regulation FD Disclosure) a copy of our Press Release dated December 10, 2003.
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SIGNATURE

Pursuaint to the requirements of Section 13 or 15(d) of the Securities Exchange Act of 1934, as
amended, the registrant has duly caused this Report to be signed on its behalf by the undersigned,
thereunto duly authorized.

PRAECIS PHARMACEUTICALS INCORPORATED

Date: March 15, 2004 By: /s/ KEVIN F. MCLAUGHLIN

Kevin F. McLaughlin
Chief Financial Officer, Executive Vice President,
Treasurer and Secretary

POWER OF ATTORNEY

KNOW ALL PERSONS BY THESE PRESENTS, that each person whose signature appears
below constitutes and appoints Malcolm L. Gefter and Kevin E McLaughlin and each of them, as such
person’s true and lawful attorney-in-fact and agent with full power of substitution and revocation for
such person and in such person’s name, place and stead, in any and all capacities, to execute any and
all amendments to this Annual Report on Form 10-K, and to file the same, with all exhibits thereto,
and other documents in connection therewith, with the Securities and Exchange Commission, granting
unto said attorney-in-fact and agent full power and authority to do and perform each and every act and
thing requisite and necessary to be done, as fully to all intents and purposes as such person might or
could do in|person, hereby ratifying and confirming all that said attorney-in-fact and agent or his
substitute or substitutes, may lawfully do or cause to be done by virtue hereof.

Pursuant to the requirements of the Securities Exchange Act of 1934, as amended, this Report has
been signed below by the following persons on behalf of the registrant and in the capacities indicated
on March 1iS, 2004.

Signature %
/s/ MALCOLM L. GEFTER, PH.D. Chairman of the Board and Chief Executive Officer
Malcolm L. Gefter, Ph.D. (Principal Executive Officer)

{
s / KEVIN F. MCLAUGHLIN Chief Financial Officer, Executive Vice President,

‘ - - Treasurer and Secretary (Principal Financial and
Kevin F. McLaughlin " Accounting Officer)

/s/ :G. LEONARD BAKER, JR.

; Director
. G. Leonard Baker, Jr.
s/ GAREN G. BOHLIN )
1 Director
Garen G. Bohlin
/sf/ HENRY F. MCCANCE .
‘ Director

Henry F. McCance
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Signature

/s/ LEONARD E. PosT, PH.D.

Leonard E. Post, Ph.D.

/s/ WILLIAM R. RINGO

William R. Ringo

/s/ DAVID B. SHARROCK

David B. Sharrock

/s/ PATRICK J. ZENNER

Patrick J. Zenner

Director

Director

Director

Director
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Report of Independent Auditors

Board of Directors and Stockholders
PRAECIS PHARMACEUTICALS INCORPORATED

We have|audited the accompanying consolidated balance sheets of PRAECIS
PHARMACEUTICALS INCORPORATED as of December 31, 2002 and 2003, and the related
consolidated statements of operations, stockholders’ equity and cash flows for each of the three years in
the period ended December 31, 2003. These financial statements are the responsibility of the
Company’s management. Our responsibility is to express an opinion on these financial statements based
on our audits.

We conducted our audits in accordance with auditing standards generally accepted in the United
States. Those standards require that we plan and perform the audit to obtain reasonable assurance
about whether the financial statements are free of material misstatement. An audit includes examining,
on a test basis, evidence supporting the amounts and disclosures in the financial statements. An audit
also includes assessing the accounting principles used and significant estimates made by management,
as well as evaluating the overall financial statement presentation. We believe that our audits provide a
reasonable basis for our opinion.

In our opinion, the financial statements referred to above present fairly, in all material respects,
the consolidated financial position of PRAECIS PHARMACEUTICALS INCORPORATED at
December 31, 2002 and 2003, and the consolidated results of its operations and its cash flows for each
of the three years in the period ended December 31, 2003, in conformity with accounting principles
generally accepted in the United States.

/s/f ERNST & YOUNG LLP

Boston, Massachusetts
January 23, 2004
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PRAECIS PHARMACEUTICALS INCORPORATED
Consolidated Balance Sheets
(In thousands, except share data)

December 31,

2002 2003
Assets
Current assets:
Cash and cashequivalents. . . . ... ... . i $ 64,913 $ 87,530
Marketable SECUIItIES . . . o vt it e e e 130,122 55,662
Prepaid expenses and other assets . . ......... . .. .., 848 726
Total Current assets . . ..o i it e e e e e 195,883 143,918
Property and equipment, net .. ... .. ... ... 71,252 67,713
Due from officer . . ... ... e e e 933 833
Other a8SBS . . v it i i e e e e e e e 182 14
TOtal @SSELS . . it e $268,250 $212,478
Liabilities and Stockholders’ Equity
Current liabilities:
Accounts payable ... .. ... e $ 3285 § 2483
AcCTUSd EXPENSES . . o ottt e e e e 7,075 7,707
Current portion of long-termdebt . . . ......... ... ... ... . . ..., — 747
Total current liabilities . . . . ... ... i 10,360 10,937
Long-term debt . ... ... .. e e 33,000 31,880
Commitments and contingencies
Stockholders’ equity:
Common Stock, $0.01 par value; 200,000,000 shares authorized; 51,801,423
shares in 2002 and 52,011,002 shares in 2003 issued and outstanding . ... .. 518 520
Additional paid-in capital . ....... ... ... L e 354,676 355,373
Accumulated other comprehensive income . .. ... ... .. L L 203 73
Accumulated deficit .. ...... ... . (130,507) (186,305)
Total stockholders’ equity . . . .. ... o 224,890 169,661
Total liabilities and stockholders’ equity. ... .......... .. .. ........ $268,250 $212,478

See accompanying notes.




PRAECIS PHARMACEUTICALS INCORPORATED
Consolidated Statements of Operations
(In thousands, except per share data)

Corporate collaboration revenue . ......................

Costs and expenses:

Research and development ............. .. ... ... ...
Sales and marketing . ............ .. .. ... . . ..
General and administrative .. ....... ... ... ... ......

Total costs and eXpenses . .. ...«

OpPerating 0SS . . ..\ oottt e
Interest iNCOME . . oot vttt e ettt ee e e e
INLETES EXPEIISE . « . v ot v ev et e e e e e e e
Gain on assignment of leasehold improvements . ...........
Gain on termination of collaboration agreement ...........

Net 0SS . . o i e e e

Net loss per share:

Basicand diluted ......... ... ... . ... .o o L

Weighted average number of common shares:

Basicand diluted .......... ... ... ... ... ... .. .. ..

\
See accompanying notes.

Year Ended December 31,

2001 2002 2003

$ 9907 § 1,029 § —

59,416 56,383 41,907
8,737 1,837 5,234
6,961 9,676 10,006

75,114 67,896 57,147

(65,207)  (66,867) (57,147)
10,503 6113 2,508
(1,398)  (1,341)  (1,159)

1,499 — —
— 16,020 —

$(54,603) $(46,075) $(55,798)

$ (1.10) $ (0.89) $ (1.08)

49,777 51,678 51,869




PRAECIS PHARMACEUTICALS INCORPORATED
Consolidated Statements of Stockholders’ Equity
(In thousands, except share data)

Accumulated

Additional Oth Total
Common Stock Pali(;?il:)a Comprelfernsive Accumulated Stock?\olders’
Shares Amount  Capital Income Deficit Equity

Balance at December 31, 2000 . . ... 42284,199 $423 $175,937 $ (29,829) $146,531
Netloss ...... ..oy (54,603)  (54,603)
Unrealized gain on marketable

Securities . . ... ... $ 730 730
Total comprehensive loss . ........ (53,873)
Common Stock issued upon follow-

on public offering (net of $10,476

in offering costs) ............. 7,587,500 76 175,816 175,892
Stock compensation . . ........... (265) (265)
Repurchase of Common Stock .. ... (200,000) (2 (51) (53)
Issuance of Common Stock ....... 1,444,436 14 2,450 2,464
Balance at December 31, 2001 . .. .. 51,116,135 511 353,887 730 (84,432) 270,696
Netloss ..., (46,075)  (46,075)
Unrealized loss on marketable

securities . ... ... (527 (527)
Total comprehensive loss .. ....... (46,602)
Stock compensation . .. .......... (185) (185)
Issuance of Common Stock ....... 685,288 7 974 981
Balance at December 31, 2002 .. ... 51,801,423 518 354,676 203 (130,507) 224,890
Netloss ..........oovivun.. (55,798)  (55,798)
Unrealized loss on marketable

securities . ... ... L. (130) (130)
Total comprehensive loss . ........ (55,928)
Stock compensation . ... ......... 148 148
Issuance of Common Stock ....... 209,579 2 549 551
Balance at December 31, 2003 . . ... 52,011,002 $520 $355,373 $ 73 $(186,305) $169,661

See accompanying notes.
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PRAECIS PHARMACEUTICALS INCORPORATED
Consolidated Statements of Cash Flows
(In thousands)

{ Year Ended December 31,

| 2001 2002 2003
Operating activities:
Netloss ... .oouo $ (54,603) $ (46,075) § (55,798)
Adjustments to reconcile net loss to cash used in operating
activities: |
Depreciation and amortization . ........................ 3,500 4,704 4,551
Gain on as:signment of leasehold improvements . . ........... (1,499) — —
Gain on te“rmination of collaboration agreement ............ — (16,020) —
Stock compensation . . ....... ..o (265) (185) 148
Changes in operating assets and liabilities:
Accounts receivable .. ... ... . e 621 458 —
Refunda;ble INCOME tAXES . + v v v vt et e et et n 4,853 — —
Unbilled revenues. . . ........... ... i 1,493 — —_
Prepaid lexpenses and other assets ... .................. 867 221 290
Due from officer ... ..........ovuiiiii i — (933) 100
Accounts payable . .......... .. ..o e 17,887 (11,416) (802)
Accrued eXpenses . . ... ... 566 (633) 632
Deferred revenue . ..........c.ovuiuvrenineninne.n. (5,064) — —
Net cash useb in operating activities . . . ......... ... ... ... (31,644)  (69,879)  (50,879)
Investing activities:
Purchase of javailable-for-sale SECUrities. . . ..o v v (177,110)  (137,220)  (41,009)
Sales and maturities of available-for-sale securities ............ 56,309 128,102 115,339
Proceeds from disposition of property and equipment .......... 1,499 — —
Purchase of property and equipment ...................... (23,879) (1,756) (1,012)
Net cash (used in) provided by investing activities . . ........... (143,181)  (10,874) 73,318
Financing acjtivities:
Follow-on pﬁblic offering proceeds . . .......... ... . 175,892 — —
Proceeds from debtissuance ................cuiuiinnn., 9,000 — —
Repaymentsiof debt. .. ... ... .o L i — — (373)
Proceeds from the issuance of Common Stock, options and
WAITANES | .o\ttt vt ettt 2,464 981 551
Repurchase of Common Stock .. ......................... (53) — —
Net cash provided by financing activities . .. . ................ 187,303 981 178
Increase (decrease) in cash and cash equivalents . . ............ 12,478 (79,772) 22,617
Cash and cash equivalents at beginning of year . . ............. 132,207 144,685 64,913
Cash and ca“sh equivalents at end of year ................... $ 144685 $ 64913 $§ 87,530

See accompanying notes.
\




PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements

1. Basis of Presentation
The Company

PRAECIS PHARMACEUTICALS INCORPORATED (the “Company”) was incorporated in
July 1993 under the laws of the State of Delaware. The Company is a drug discovery and development
company engaged in the development of drugs for the treatment of human diseases.

Use of Estimates

The preparation of financial statements in accordance with accounting principles generally
accepted in the United States requires management to make estimates and assumptions that affect the
reported amounts of assets and liabilities and disclosure of contingent assets and liabilities at the date
of the financial statements and the reported amounts of income and expenses during the reporting
period. Actual results could differ from those estimates.

Principles of Consolidation

The accompanying consolidated financial statements include the Company’s accounts and the
accounts of its wholly owned subsidiaries, 830 Winter Street LLC and PRAECIS Europe Limited. All
significant intercompany account balances and transactions between the companies have been
eliminated.

2. Significant Accounting Policies
Cash Equivalents

Cash equivalents consist principally of money market funds and other investments with original
maturities of three months or less at the date of purchase.

Marketable Securities

The Company invests in marketable securities of highly rated financial institutions and investment-
grade debt instruments and limits the amount of credit exposure with any one entity. The Company has
classified its marketable securities as “available-for-sale” and, accordingly, carries such securities at
aggregate fair value. Unrealized gains and losses, if any, are reported as other comprehensive income in
stockholders’ equity. The amortized cost of debt securities in this category is adjusted for amortization
of premiums and accretion of discounts to maturity. Such amortization is included in interest income.
Realized gains and losses on available-for-sale securities are included in interest income and expense.
The cost of securities sold is based on the specific identification method. Interest and dividends are
included in interest income. At December 31, 2003, the Company’s cash, cash equivalents and
marketable securities had a maximum maturity of less than three years with an average maturity of
approximately three months.

Concentrations of Credit Risk

Financial instruments that potentially subject the Company to concentration of credit risk consist
principally of cash, cash equivalents and marketable securities. The Company places its cash, cash
equivalents and marketable securities with high credit quality financial institutions and, by policy, limits
its credit exposure to any one financial instrument, sovereignty or issuer.
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

2. Significant Accounting Policies (Continued)
Derivatives énd Hedging

In June 1998, the Financial Accounting Standards Board (“FASB”) issued Statement of Financial
Accounting [Standards (“SFAS”) No. 133, Accounting for Derivative Instruments and Hedging Activities
(“SFAS No. 133”), and its amendments SFAS No. 137 and No. 138, in June 1999 and June 2000,
re:'spe(:tively.1 SFAS No. 133 requires the Company to recognize all derivatives on the balance sheet at
fair value. Derivatives that are not hedges must be adjusted to fair value through income. If the
derivative is a hedge, depending on the nature of the hedge, changes in the fair value of derivatives are
either offset against the change in fair value of assets, liabilities, or firm commitments through earnings
or recognized in other comprehensive income until the hedged item is recognized in earnings. The
ineffective portion of a derivative’s change in fair value will be immediately recognized in earnings.

Property amf Equipment

Property and equipment are recorded at cost. Depreciation and amortization are calculated using
the straight-line method over the estimated useful life of the asset as follows:

Building .......... ... ... . ... ... 30 years
Building improvements. .. .............. 30 years or the remaining life of the building,
? whichever is shorter
Laboratory and office equipment ......... 3-7 years or term of lease, whichever is shorter

In accordance with SFAS No. 144, Accounting for the Impairment or Disposal of Long-Lived Assets,
the Company reviews property, plant, and equipment for impairment whenever events or changes in
circumstances indicate that the carrying amount of such an asset may not be recoverable. No revision
to the estimated useful life or recorded amount of property and equipment was required.

Interest capitalized in connection with facilities is recorded as part of the asset to which it relates
and is amortized over the asset’s estimated useful life. Interest capitalized into construction in progress
during 2001 was approximately $0.6 million.

Revenue Recognition

Revenue is deemed earned when all of the following have occurred: all obligations of the
Company relating to the revenue have been met and the earning process is complete; the monies
received or receivable are not refundable irrespective of research results; and there are neither future
obligations nor future milestones to be met by the Company with respect to such revenue.

Corporate collaborations. Revenues are earned based upon research expenses incurred and
milestones achieved. Non-refundable payments upon initiation of contracts are deferred and amortized
over the period in which the Company is obligated to participate on a continuing and substantial basis
in the research and development activities outlined in each contract. Amounts received in advance of
reimbursable; expenses are recorded as deferred revenue until the related expenses are incurred.
Milestone payments are recognized as revenue in the period in which the parties agree that the
milestone has been achieved and it is deemed that no further obligations exist.

Income Taxes'

The Corhpany provides for income taxes under SFAS No. 109, Accounting for Income Taxes. Under
this method, deferred taxes are recognized using the liability method, whereby tax rates are applied to
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

2, Significant Accounting Policies (Continued)

cumulative temporary differences between carrying amounts of assets and liabilities for financial
reporting purposes and the amounts used for income tax purposes based on when and how they are
expected to affect the tax return.

Research and Development

Research and development costs, including those associated with technology, licenses and patents,
are expensed as incurred. Research and development costs include primarily costs related to ongoing
clinical programs, manufacturing and materials inventory costs, salaries, lab supplies and other fixed
facility costs used in the Company’s research and development operations.

Stock-Based Compensation

The Company has elected to follow Accounting Principles Board (“APB”) Opinion No. 25,
Accounting for Stock Issued to Employees (“APB No. 25”), in accounting for its stock-based employee
compensation plans using the intrinsic value method, rather than the alternative fair value accounting
method provided for under SFAS No. 123, Accounting for Stock-Based Compensation (“SFAS No. 123”),
as SFAS No. 123 requires the use of option valuation models that were not developed for use in
valuing employee stock options. Under APB No. 25, when the exercise price of options granted to
employees under these plans equals the market price of the underlying stock on the date of grant, no
compensation expense is required.

The reconciliation of net loss and net loss per share, as reported, to pro forma net loss and net
loss per share giving effect to employee stock-based compensation accounted for using the fair value
accounting method, is as follows:

Year Ended December 31,

2001 2002 2003
(in thousands)

Net loss, asreported. . . . ...ttt e $(54,603) $(46,075) $(55,798)
Deduct/(add): Stock compensation cost as computed under

APB No0. 25 . e (265) (185) 148
Deduct: Stock based employee compensation cost, net of related tax

effects, that would have been included in the determination of net

loss as reported if the fair value method had been applied to all

AWATAS . . e e (7,847)  (10,792)  (10,136)
Proformanetloss ................ . ........ e 8(62,715) $(57,052) $(65,786)
Diluted net loss per share, as reported .. ..................... $ (1.10) $ (0.89) $ (1.08)
Diluted net loss per share, pro forma ........................ $ (1.26) § (1.10) $ (1.27)

The fair value of the stock options at the date of grant was estimated using the Black-Scholes
option pricing model with the following weighted average assumptions:

2001 2002 2003

Risk-free interest rate . ... .. ... ittt i e ZE% 7.6% IE%
Expected life (years) ............. .. ... .. 5 6 6
Volatility . . .. ..o 84% 103% 84%
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

2. Signiﬁcaﬁt Accounting Policies (Continued)

The Company has never declared or paid any cash dividends on any of its capital stock and does
not expect to/do so in the foreseeable future.

Accounting Pronouncements

On December 31, 2002, the FASB issued SFAS No. 148, Accounting for Stock-Based
Compensation— Transition and Disclosure (‘“SFAS No. 148”). SFAS No. 148 amends SFAS No. 123 to
provide alternative methods of transition to the fair value method of accounting for stock-based
employee compensation. SFAS No. 148 also amends the disclosure provisions of SFAS No. 123 and
APB Opinion No. 28, Interim Financial Reporting (“APB No. 28”), to include increased pro-forma
disclosure of Ithe effects of stock-based employee compensation on the results of operations. SFAS
No. 148 became effective for fiscal years ending after December 15, 2002. The Company has elected to
continue to account for employee stock-based compensation using the intrinsic value method as
described in APB No. 25 and therefore, the adoption of SFAS No. 148 did not have a material impact
on the Company’s consolidated results of operations in 2003.

In January 2003, the FASB issued FASB Interpretation No. 46, Consolidation of Variable Interest
Entities (“FIN No. 46”). FIN No. 46 sets forth the criteria used in determining whether an investment
in a variable jinterest entity (“VIE”), should be consolidated and is based on the general premise that
companies that control another entity through interests other than voting interests should consolidate
the controlled entity. The Company does not have any VIE’s. Accordingly, the implementation of FIN
No. 46 will not have any impact on the Company’s consolidated financial statements.

In May 2003, the FASB issued SFAS No. 150, Accounting for Certain Financial Instruments with
Characteristics of both Liabilities and Equity (“SFAS No. 150”). SFAS No. 150 establishes how a
company classifies and measures certain financial instruments with characteristics of both liabilities and
equity, including redeemable convertible preferred stock. This statement is effective for financial
instruments entered into or modified after May 31, 2003, and is otherwise effective at the beginning of
the interim period commencing July 1, 2003, except for mandatory redeemable financial instruments of
nonpublic cdmpanies. The FASB has indefinitely deferred implementation of some provisions of SFAS
No. 150. Thé Company believes that the adoption of SFAS No. 150 will not have a material impact on
the Company’s consolidated financial statements.

Comprehensive Loss

Comprehensive loss consists of net loss and unrealized gains or losses on marketable securities and
is reflected in the consolidated statements of stockholders’ equity.

Net Loss PerSShare

Basic net loss per share is based on the weighted average number of shares of common stock, par
value $.01 per share (“Common Stock”) outstanding. For all years presented, diluted net loss per
common shadre is the same as basic net loss per common share as the inclusion of Common Stock
equivalents, including the effect of stock options and warrants, would be antidilutive due to the
Company’s net loss position for all periods presented.
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

3. Marketable Securities

The Company’s marketable securities, which are classified as available-for-sale, are as follows (in
thousands):

December 31, 2003

Gross Gross Estimated
Amortized Unrealized Unrealized Fair
Cost Gains Losses Value
U.S. government agencies:
Due in one year or less ........... $ 5,126 $ 14 $ — $ 5,140
Due in one to three years. .. ....... 10,068 17 —_— 10,085
U.S. corporate securities:
Dueinoneyearorless ........... 8,766 — ) 8,757
Due in one to three years. ......... 31,629 77 (26) 31,680
Total marketable securities . ... ... $55,589 $108 $(35)  $55,662

December 31, 2002

Gross Gross Estimated
Amortized  Unrealized Unrealized Fair
Cost Gains Losses Value
U.S. government agencies:
Due in one year or less. . ......... $ 3,089 $ 10 $ — $ 3,099
Due in one to three years . . ... .... 33,999 140 )] 34,137
U.S. corporate securities:
Dueinoneyearorless........... 31,153 158 (109) 31,202
Due in one to three years . ........ 61,678 54 (48) 61,684
Total marketable securities. . ... .. $129,919 $362 $(159)  $130,122

4, Due from Officer

In May 2002, the Company extended a $1.0 million loan to an officer in connection with the
officer’s acceptance of employment with the Company. The loan is full recourse, uncollateralized, bears
no interest and becomes due and payable in May of 2012. Under the terms of the promissory note (the
“Note”) executed in connection with the loan, 10% of the original loan principal will be forgiven
annually on each anniversary date of the Note, provided that the officer remains an employee of the
Company. The Company is not responsible for the personal income tax implications related to the
forgiveness of this Note. Upon the officer’s voluntary termination of employment with the Company,
with certain exceptions, and upon termination by the Company of the officer’s employment for cause,
the Note becomes immediately due and payable.
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

5. Property and Equipment
Property and equipment consist of the following:

December 31,

‘ 2002 2003

| (in thousands)
Building. . . ..o vt $56,784  $57,010
Land . ..o 10,500 10,500
Laboratory and office equipment. .. ..................... 15,306 16,384
Construction in progress . . ... ..ottt 292 —

| 82,882 83,894
Less: accumulated depreciation and amortization . ........... 11,630 16,181

| $71,252  $67,713

6. Accrued Expenses

Accruec}i expenses consist of .the following:

‘ December 31,

| 2002 2003

! (in thousands)
Clinical trial COSS . .o\ oo vttt et e e $2,644  $2,642
Accrued COMPENSAtION . . .« v\ttt et 1,357 1,833
Unvouchered inVOICES . .. .ot vv v ii et e e 683 1,054
(071177 S 2,391 2,178

$7.075  $7.707

7. Stockholders’ Equity
Public Offerings

In February 2001, the Company completed a follow-on public offering of its Common Stock. The
Company sold 7,587,500 shares of Common Stock resulting in net proceeds to the Company of
approximately $175.9 million.

Convertible I}’referred Stock

Under Ithe Company’s amended and restated certificate of incorporation, the Company is
authorized to issue 200,000,000 shares of Common Stock and 10,000,000 shares of preferred stock, par
value $.01 per share (“Preferred Stock”). The Preferred Stock is issuable in one or more classes or
series, each| of such classes or series to have such rights and preferences, including voting rights,
dividend rights, conversion rights, redemption privileges and liquidation preferences, as may be
determinedfby the Board of Directors. No shares of Preferred Stock have been issued.

i
|
|
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

7. Stockholders’ Equity (Continued)

Rights Plan

In January 2001, the Company adopted a Rights Agreement (the “Rights Agreement”), commonly
known as a “poison pill.” Under the Rights Agreement, the Company distributed certain rights to
acquire shares of the Company’s Series A junior participating preferred stock (the “Rights”) as a
dividend for each share of Common Stock held of record as of February 5, 2001. Each share of
Common Stock issued after the February 5, 2001 record date has an attached Right. Under certain
conditions involving an acquisition by any person or group of 10% or more of the Common Stock, each
Right permits the holder (other than the 10% holder) to purchase Common Stock having a value equal
to twice the exercise price of the Right, upon payment of the exercise price of the Right. In addition,
in the event of certain business combinations after an acquisition by a person or group of 10% or more
of the Common Stock, each Right entitles the holder (other than the 10% holder) to receive, upon
payment of the exercise price, Common Stock having a value equal to twice the exercise price of the
Right. The Rights have no voting privileges and, unless and until they become exercisable, are attached
to, and automatically trade with, the Company’s Common Stock. The Rights will terminate upon the
earlier of the date of their redemption or ten years from the date of issuance.

Employee Stock Purchase Plan

Under the Company’s Amended and Restated Employee Stock Purchase Plan (the “ESPP”)
eligible employees may purchase shares of Common Stock at a price per share equal to 85% of the
lower of the fair market value per share of the Common Stock at the beginning or the end of each six
month period during the term of the ESPP. Participation is limited to the lesser of 10% of the
employee’s compensation or $25,000 in any calendar year. On March 13, 2003, the Board of Directors
approved an amendment to the ESPP extending the term of this plan through 2005 and increasing the
number of shares authorized for issuance from 160,000 to 400,000, subject to stockholder approval. In
May 2003, the stockholders of the Company approved this amendment. During 2001, 2002 and 2003,
the Company issued 35,532, 53,571 and 55,866 shares of Common Stock, respectively, under the ESPP.

Stock Option Plan

The Second Amended and Restated 1995 Stock Plan, as amended (the “Plan”), allows for the
granting of incentive and nonqualified options and awards to purchase shares of Common Stock.
Incentive options granted to employees under the Plan generally vest at 20% on the first anniversary of
the date of grant, with the remaining shares vesting equally over four years following such anniversary
date. Nonqualified options issued to consultants under the Plan generally vest over the period of
service with the Company. At December 31, 2003, a total of 14,375,000 shares of Common Stock were
approved for issuance under the Plan.
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

7. Stockholﬂers’ Equity (Continued)

Information regarding options under the Plan is summarized below (in thousands, except per share
data): :

! 2001 2002 2003

Weighted Weighted Weighted

Average Average Average

Exercise Exercise Exercise
Shares Price  Shares Price Shares Price

Options outstanding at January 1, ................. 8235 $6.74 6,659 $854 7,061 $7.82
Granted . ... . e e 1,087 1175 1,779 330 1,56 5.15
BXETCISEd . .\ o oottt (1,209) 174 (632) 131 (154) 239
Cancelled ...ttt (1,454) 638 (745) 9.07 (146) 9.14
Options outétanding at December 31, .............. 6,659 $8.54 7061 $7.82 8357 $7.33
Options exercisable at December 31, . . ... .......... 3,274 $4.73 3, 330 $6.70 4, 632 $6.82

|

The welghted average per share fair value of options granted was $10.05 in 2001, $2.75 in 2002,
and $3.70 in 2003. At December 31, 2003, there were 10,090,370 shares of Common Stock reserved for
the exercisel of stock options and for issuances under the ESPP, including 1,487,759 options available
for future grant under the Plan.

The following table presents weighted average exercise price and weighted average remaining
contractual life information about significant option groups outstanding at December 31, 2003 (option
amounts in thousands):

Weighted-
‘ Average Weighted- Weighted-
i Remaining Average Average
Options Contractual Exercise Options Exercise
Exercise Price Outstanding  Life (Years) Price Exercisable Price
$0.13-8160 ........... 1,150 2.6 $ 0.54 968 $ 0.59
$1§'.61—$6.38 ........... 4,699 6.9 $ 441 2,547 $ 4.64
$6.39-$1625........... 1,562 7.7 $ 9.66 672 $11.40
$1:6.26—$42.00 .......... 947 6.9 $26.23 445 $25.94
8 357 4, 632

)

On October 3, 2001, an executive officer of the Company exercised an option to purchase 200,000
shares of Common Stock at an exercise price of $0.27 per share. On November 30, 2001, this option
exercise was rescinded, and accordingly, the officer returned to the Company the 200,000 shares of
Common Stock acquired upon the exercise of the option, the Company returned to the officer the
option exercise price and the option to purchase 200,000 shares of Common Stock was restored. During
2001, the Company recognized approximately $256,000 in compensation expense related to this
transaction.

8. Income Taxes

The Company has reported no income tax provision or benefit in 2001, 2002 or 2003 due to the
significant/net operating losses in these years as well as limitations on the recognition of deferred tax
assets for financial reporting purposes.
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PRAECIS PHARMACEUTICALS INCORPORATED
Notes to Consolidated Financial Statements (Continued)

8. Income Taxes (Continued)

A reconciliation of the Company’s income tax provision to the statutory federal provision is as
follows: -

Year Ended December 31,

2001 2002 2003
(in thousands)
Statutory federal income tax benefit . ........... $(18,565) $(15,614) $(18,971)
Increase in valuation allowance. ............... 18,565 15,570 18,921
Other ...... ... i e — 44 50
Income tax Provision . ...................... $ — 3 — 5 —

Significant components of the Company’s deferred tax assets are as follows:

December 31,
2002 2003
(in thousands)

Deferred tax assets:

Net operating 10Sses . .. .........ouiiineiennon.. $51,943  $69,531
Property and equipment .. ........... ... ... ... ... ... 2,651 9,793
Accrued eXpenses ... ... ... 1,813 1,066
Research and development tax credits . ................. 7,640 5,953
Other . ... . e 74 113
Total deferred tax assets . . .. ..o o v vttt 64,121 86,456
Valuation allowance . ............ ... ... on. (64,121) (86,456)
$8 — 5 —

At December 31, 2002 and 2003, the Company has provided a valuation allowance for the value of
the deferred tax assets. The valuation allowance increased by $21.6 million in 2002 and $22.3 million in
2003 due primarily to the increase in net operating losses and tax credit carryforwards. The Company
has federal net operating loss carryforwards in the amount of approximately $170.3 million, which
expire through 2023. Due to anticipated operating losses in the future, the Company believes that it is
more likely than not that it will not realize the net deferred tax assets in the future and has provided
an appropriate valuation allowance.

Any subsequent recognized tax benefits relating to a reduction in the valuation allowance for
deferred tax assets as of December 31, 2003 would be allocated as follows (in thousands):

Reported in the statement of operations . . . ....................... $81,688
Reported in additional paid-in capital . . ........ ... ... .. ... L, 4,768
$86,456

9. Corporate Collaborations
Sanofi-Synthélabo Agreement

In May 1997, the Company entered into a license agreement with Synthélabo S.A., which
subsequently merged with Sanofi S.A. forming Sanofi-Synthélabo S.A. (“Sanofi-Synthélabo™), for the
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Notes to Consolidated Financial Statements (Continued)

|
9. Corporaite Collaborations (Continued)

development and commercialization of the Company’s Plenaxis products. Upon initiation, the Company
received a one-time, non-refundable payment of $4.7 million. This initiation fee was recognized into
revenue through 2001, which was the period during which the Company was obligated under the
agreement to participate on a continuing and substantial basis in the research, development and
manufacturing process development activities.

In October 2001, Sanofi-Synthélabo notified the Company that it was terminating the Sanofi-
Synthélabo agreement effective December 31, 2001. As a result of the termination of the Sanofi-
Synthélabo agreement, all licenses for Plenaxis granted to Sanofi-Synthélabo under the agreement, and
all rights of Sanofi-Synthélabo in the Plenaxis program, have terminated. In addition, in connection
with the terr;nination of the Sanofi-Synthélabo agreement, the Company received in 2002 a final
reimbursement payment from Sanofi-Synthélabo of approximately $1.0 million for collaboration

expenses incurred by the Company.

The Company recognized revenues in 2001, 2002 and 2003 of approximately $2.1 million,
$1.0 million 'and zero, respectively, under the Sanofi-Synthélabo agreement.

Amgen Agreément
|

In Mareh 1999, the Company entered into a binding agreement in principle (the “License
Agreement”) with Amgen Inc. (“Amgen”) for the development and commercialization of the
Company’s Plenams products. In accordance with the License Agreement, the Company received from
Amgen a $1O 0 million, one-time, non-refundable payment upon initiation. This initiation fee was
recognized into revenue through 2001, which was the period during which the Company was obligated
under the License Agreement to participate on a continuing and substantial basis in the research,
development and manufacturing process development activities. In addition to the signing payment,
Amgen paid the first $175.0 million of all authorized costs and expenses associated with the
development and commercialization of Plenaxis products, including the cost of materials, in the United
States. Following Amgen’s completion of this funding during the third quarter of 2000, the Company
became responsible for one-half of all subsequent United States research and development costs for
Plenaxis products through the launch period. Additionally, the Company was to reimburse Amgen for
one-half of the costs associated with establishing a sales and marketing infrastructure for Plenaxis
products in ithe United States.

In September 2001, Amgen notified the Company that it was terminating the License Agreement
effective December 17, 2001. As a result of the termination of the License Agreement, all licenses for
Plenaxis granted to Amgen under the License Agreement, and all rights of Amgen in the Plenaxis
program, have terminated. At that time, the Company accrued an estimate of its potential liability of
approximately $29.1 million under the License Agreement.

In 2002, the Company assumed all of Amgen’s rights and obligations under the Development and
Supply Agreement with UCB S.A. (“UCB”) and finalized a termination agreement with respect to the
termlnanon\by Amgen of the License Agreement (the “Termination Agreement ). Under the terms of
the Termmatlon Agreement, the Company paid to Amgen $13.0 million in full and complete
satisfaction of all amounts payable under the License Agreement and in consideration of the transfer
from Amgen to the Company of title to, and possession of, any existing materials inventory. As a result,
the Company recognized a gain of $16.0 million during the third quarter of 2002.

The Company recognized revenues in 2001, 2002 and 2003 of approximately $7.8 million, zero and
zero, respectively, under the Amgen agreement.
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10. Building and Related Mortgage Financing

In July 2000, in connection with the purchase of the Company’s corporate headquarters and
research facility in Waltham, Massachusetts for approximately $41.3 million, the Company’s wholly
owned real estate subsidiary entered into an acquisition and construction loan agreement providing for
up to $33.0 million in financing for the acquisition of, and improvements to, the facility. Advances bear
interest at a rate equal to the 30-day LIBOR plus 2.0% (3.12% at December 31, 2003). Principal and
interest are payable monthly in arrears. In July 2003, the Company exercised the first of two one-year
extension options, extending the maturity date of the loan until July 30, 2004. As a result of this
extension, in 2003 the Company started making monthly principal payments on the loan of
approximately $62,000, in addition to interest payments. Principal payments are being amortized over a
25-year term. Principal is due and payable in full on July 30, 2004, subject to a one-year extension
option, exercisable at the Company’s option. Since the Company has the ability and intent to exercise
the extension option to extend the maturity date until July 30, 2005, the loan has been classified as
long-term debt in the accompanying consolidated balance sheet. The loan is secured by the facility,
together with all fixtures, equipment, improvements and other related items, and by all rents, income or
profits received by the Company’s real estate subsidiary and is unconditionally guaranteed by the
Company. The Company occupied this facility during May 2001 and may sublease a portion of the
facility.

The Company has entered into an interest rate cap agreement (the “Interest Rate Cap
Agreement”) in order to reduce the potential impact of interest rate increases on future income. At
December 31, 2003, the notional amount and fair market value under the Interest Rate Cap
Agreement were $32.6 million and zero, respectively. Interest paid under the loan agreement
approximated interest expense in 2001, 2002 and 2003.

During September 2001, the Company terminated the lease for, and all future obligations with
respect to, its Cambridge, Massachusetts facility and recorded a gain. In October 2001, the Company
assigned to a third party the Company’s right, title and interest in and to the Company’s lease for its
New Jersey facility and the third party has assumed all obligations thereunder.

11. Commitments
Indiana University Foundation (“IUF”) License Agreement

The Company has a license agreement with IUF, which was assigned by IUF to IUF’s Advanced
Research and Technology Institute, Inc., with respect to rights to Plenaxis and certain related
technology. In exchange for the license, the Company agreed to pay (a) fees of $0.3 million, (b) up to
an additional $4.3 million upon achievement of specific milestones and (c) a royalty percentage of net
sales of licensed products, if any. The Company made milestone payments of $1.0 million in 2003 under
the IUF agreement. As of December 31, 2003, $2.5 million in milestones remained subject to future
achievement.

Baxter Pharmaceutical Solutions LLC (“Baxter”)

On December 4, 2002, the Company signed a five-year commercial supply agreement (the “Baxter
Agreement”) with Baxter related to the fill and finish steps of the manufacturing process for Plenaxis.
Under the terms of the Baxter Agreement, the Company is required to purchase a minimum of
$375,000 of product from Baxter during 2004. In January 2005, the first anniversary of the first
commercial shipment of Plenaxis, the minimum annual purchase commitment will increase to $650,000.
The Company made payments of approximately $1.8 million in 2003 under the Baxter Agreement.
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11. Commitments (Continued)
Cambrex Charles City, Inc. (“Cambrex”)

In July 1998, the Company entered into a seven-year supply agreement with Cambrex (formerly
Salsbury Chemicals, Inc.). Under this agreement, Cambrex has agreed to manufacture for us the
commercial depot formulations of Plenaxis. The Company contributed approximately $6.0 million
toward Cambrex’s construction and outfitting of a dedicated manufacturing facility. The Company
retains all rights to manufacturing technology developed in connection with this agreement. During
2003, the Company paid Cambrex approximately $632,000 toward minimum purchase commitments and
facility maintenance and its minimum purchase commitment for 2004 is $792,000.
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